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FALSE AND MISLEADING ADVERTISING 
(Prescription Tranquilizing Drugs) 


TUESDAY, FEBRUARY 11, 1958 


House or RepresENTATIVES, 
Leean AND Monetary Arrairs SUBCOMMITTER 
OF THE COMMITTEE ON GOVERNMENT OPERATIONS 
Washington, D.C. 

The subcommittee met, pursuant to call, at 10:10 a. m., in room 
1501 House Office Building, Hon. John A. Blatnik, presiding. 

Present: Representatives Blatnik (chairman), Hardy, Mrs, Grif- 
fiths, Meader, and Minshall. 

Also present: Jerome S. Plapinger, counsel; Eric Weinmann, as- 
sociate counsel; Curtis E. Johnson, staff administrator, and Elizabeth 
Heater, clerk. 

Mr. Buarntx. The Legal and Monetary Affairs Subcommittee of 
the House Government Operations Committee will please come into 
public session. 

The hearings today resume the subcommittee’s inquiry into the 
activities of the Federal Trade Commission in the control of false 
and deceptive advertising of medical preparations. Our attention to 
date has been directed to advertising of proprietary preparations— 
that is drugs sold directly to the public. 

In this series of hearings our interest is focused on the advertising 
of drugs directed to the medical profession—particularly the adver- 
tising of tranquilizing drugs. 

It is generally accepted that the medical profession, by virtue of 
its extensive scientific and medical training and experience is a highly 
sophisticated audience not easily misled by questionable advertising. 
However, we are informed by some physicians that in the last 20 
years, and especially in the last 10, a virtual revolution has occurred 
in the drug field with the advent of hundreds of new and potent 
drugs for the treatment of human ailments, They contend that it 
has become increasingly difficult for the physician to keep abreast of 
the nomenclature and new drug developments in these many fields. 

Traditionally the medical profession and the drug manufacturers 
have comprised a joint effort in the fight against disease—the physi- 
cians applying evaluating the drugs manufactured by the drug in- 
dustry. In this joint activity a great responsibility rests on the 
manufacturers to make their advertising and promotional literature 
as informative and objective as possible. Its merchandising stand- 
ards must be those of the laboratory not of the market place. It ap- 
pears that there have been departures by some drug firms from this 
plane. Their advertisements on occasion have been something less 
than scientific documents to guide the physician. 
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Our first witness is Dr, Nathan Kline, director of research, Rock- 
land State Hospital, New York Department of Mental Hygiene. 

Both of our witnesses have been most helpful in preliminary ex- 
ploritory and investigatory work on the part of the staff of the 
committee, and both witnesses have been subpenaed in this appearance. 

Dr. Nathan Kline, you are the first witness. I notice you have a 
prepared statement. Would you introduce yourself, and give a sum- 
mary statement of your background, your field of professional work, 
and any additional material that may be put into the record ? 

Mr. Meaper. Mr. Chairman, I notice he has a curriculum vitae 
here. 

Dr. Kurne. I was going to save running through my obituary by 
having it written out. If I may, I would like to submit that as 
exhibit A. 

Mr. Buatrntx. Without objection, it is so ordered. 

(Document referred to is as follows :) 


NATHAN S. KLINe, CURRICULUM VITAE 
PERSONAL HISTORY 


Born at Philadelphia, Pa., March 22, 1916, and raised in Atlantic City, N. J. 
Married June 1942 to Margot Hess of Elberfeld, Germany. One child, Marna 
Ellen, born April 1945 in New Orleans, La. 


Scholastic training 


1934: Graduated high school, Atlantic City, N. J. Extra curricular activities 
included editorship of school magazine and yearbook, captaincy of debating team, 
presidency of literary society, and membership on tennis team. 

1934-38: Swarthmore College; bachelor of arts degree with honors in the 
division of mathematics, and the natural sciences. Comajored in philosophy and 
psychology. 

1938: University of Pennsylvania (Summer session). 

1938-39: Harvard University graduate student in the department of psy- 
chology, graduate school of arts and sciences. 

1939 : Harvard University (summer session). 

1939-43 : New York University College of Medicine (doctor of medicine, 1943). 

1940-41: New School of Social Research; special courses in psychology. 

1943-44 :Washington School of Psychiatry courses. 

1946-47: Princeton University; graduate work in the psychology department. 

1947-48: Rutgers University; graduate course in neuropsychiatry. 

1950-53 : Clark University ; graduate studies in psychology (master of arts in 
psychology, 1951). 


Licenses and certificates 


1. State licenses: Maryland, February 1944; District of Columbia, May 1944, 
No. 782; New York, October 1946, No. 44877; New Jersey, September 1946, No. 
12004; California, June 1949, No. C-12145; Massachusetts, May 1950, No. 22491. 

2. Diplomate, American Board of Psychiatry and Neurology (in psychiatry, 
May 1948, No. 2934). 

8. Qualified psychiatrist (New York State No. 1262). 

Positions 

1943-44: St. Elizabeths Hospital, Washington, D. C.; intern and resident. 

1944-46 : United States Public Health Service; wartime service as psychiatrist. 

1946-47: Union County Mental Hygiene Society’s clinic; part-time child psy- 
chiatrist. 

1946-50: Veterans’ Administration hospital, Lyons, N. J.; supervision and 
carrying out of various research projects and assisting in the educational pro- 
gram. 

1947-50 : Columbia-Greystone; associate. 

1948-50: New York State brain research project; associate. 

1950-52: Worcester State Hospital, Worcester, Mass.; director of research. 

1952 to present: Rockland State Hospital, Orangeburg, N. Y.; director of re- 
search. 
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Academic appointments 

1948-50: Columbia University, Coliege of Physicians and Surgeons, department 
of neurology ; research assistant. 

1952-55 : Department of neurology, research associate. 

1955-57: Department of psychiatry, research associate. 

1957 to present: Department of psychiatry, assistant clinical professor of 
psychiatry. 

1955 to present : Rutgers University ; visiting lecturer, school of education. 
Nonacademic appointments 

1956 to present: Manhattan Society for Mental Health, professional advisory 
committee. 

1957 to present: National Institute of Mental Health, member of Clinical 
Advisory Panel, Psychopharmacology Service Center. 

1957: World Health Organization; temporary adviser, Study Group on 
Schizophrenia (September). 
Awards 

1956: Newspaper Guild of New York; page 1 award in science, 

1956: Association for Improvement of Mental Health; Adolf Meyer award. 

1956: Rockland Hospital Guild; outstanding service in the field of mental 
research. 

1957: Albert Lasker award; outstanding achievements in the development of 
the uses of Rauwolfia. 
Membership in National Societies 

1947 to present: American Psychiatric Association; fellow (1949) ; member 
of research committee (1951-57), (chairman 1956-57). 

1947 to present: American Psychological Association. 

1947 to present: Association for Research in Nervous and Mental Diseases. 

1949 to present : American Association for the Advancement of Science; fellow 
(1954), program committee for psychiatric section (1952), council representa- 
tive from the American Psychiatric Association (1956-58). 

1949 to present : American College of Physicians; fellow (1956). 

1950 to present: Sigma Xi. 

1950 to present: New York Academy of Medicine; fellow. 

1953 to present: American Philosophical Association; associate member. 

1954 to present : New York Academy of Sciences. 

1955 to present : Society for Biological Psychiatry. 

bi a to present : Society for Experimental Biology and Medicine. 

956 to present : Medical Society of the County of New York. 
195 96 to present : American Medical Association. 


1956 to present: American Chemical Society, division of medicinal chemistry ; 
associate. 


1957 to present: The Royal Society of Medicine (England) ; fellow. 


STATEMENT OF NATHAN S. KLINE, M. D., DIRECTOR OF RESEARCH, 
ROCKLAND STATE HOSPITAL, NEW YORK DEPARTMENT OF 
MENTAL HYGIENE 


Mr. Mrapver. I think he ought to translate that Latin phrase. 

Dr. Krivr. This is one of the cliches of applying for a job in our 
field. It is a résumé, in other words, giving training and professional 
experience. Do you want me to run through it? 

Mr. Brarnik. Please. 

Dr. Kirn. I graduated from Swarthmore College with a bachelor 
of arts degree with honors in the division of mathematics and the 
natural sciences. Comajored in philosophy and psychology. 

I was subsequently a graduate student at Harvard University in the 
department of psychology ; subsequently, received my doctorate of 
medicine from New York University College of Medicine, more 
graduate work at Princeton, Rutgers, ‘Clark University, where I ob- 
tained a degree in psy chology. 
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Let’s see—what else? Training at a very estimable hospital known 
as St. Elizabeths in Washington, D. C., as intern and resident, and 
service in the United States Public Health Service during the war, 
then in the Veterans’ Administration for 4 years doing research, di- 
rector of research at Worcester State Hospital at Massachusetts, and 
subsequent to that, research director at Rockland State Hospital. 

Some academic appointments along the line, included the depart- 
ment of neurology at Columbia and subsequently, the department of 
psychiatry, where presently I am assistant clinical professor. 

A few recognitions and awards, one from the Newspaper Guild 
of New York, the page 1 award in science, and 1 or 2 others, the most 
noteworthy being the Lasker award of the American Public Health 
Association, in science for work in this field. 

Iam on the Advisory Panel of Psychopharmacology at the National 
Institute of Mental Health, a fellow of half a dozen or so scientific and 
medical societies in the field, and author or coauthor of a number of 
books and 70 or 80 scientific papers. 

Does that about cover it ? 

Mr. Buatnrx. That covers it. 

What is your present position, Doctor ? 

Dr. Kune. Director of research at Rockland State Hospital, which 
is an 8,000-bed mental hospital some 15 or 20 miles outside of New 
York City. 

Mr. Biatrnix. How many years have you been there ? 

Dr. Kurxe. Somewhat over 5 years. 

Mr. Biarnrx. Will you please proceed with your statement ? 

Mr. MrinsHatu. You mention the Lasker award for outstanding 
achievement in the development of the uses of rauwolfia. 

What are the uses of rauwolfia? What is that? 

Dr. Kunz. Rauwolfia is the plant from which reserpine oe 
rau-sed, sandril, and so on) is obtained. It was one of the first drugs 
to be used in the treatment of mental illness. Rauwolfia, is a natural 
product, whereas chlorpromazine is a synthetic. Chlorpromazine 
(Thorazine as marketed in this country) and reserpine were the two 
drugs which broke open this whole field. 

Mr. Buatrnix. Am I correct, that the origin was in India, in its 
true native use ? 

Dr. Kune. Yes. Dr. Vakil, with whom I spent some time a few 
months ago, was the one who brought its use in high blood pressure to 
attention in the Western World. He was able to trace back use of this 
drug for high blood pressure and snakebite. It is called Rauwolfia 
serpentina, since it looks like a snake. 

Mr. Buarnix. Off the record. 

Dr. Kurne. He has been able to trace references back to 200 B. C., 
which is a little staggering to some of us who feel that our modern 
western medicine is the latest word. They apparently have been 
using it in a cruder form for virtually some 4,000 years, now, which is 
an interesting aside. 

Mr. Buarnix. Will you proceed with your statement, and we will 
cover these plus other medicants as we reach them ? 

Dr. Kiine. Among the other useful results of the present hearings, 
not the least will be to bring again to public attention the enormity of 
the problem of mental illness, the toll it takes in human and in eco- 
nomic terms, and what is being done about it. There exists little 
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question that mental disease constitutes the Nation’s No. 1 public 
health problem regardless of how one chooses to define public health. 
In terms of patient population, of the total hospital beds in the United 
States, half (i. e., 750,000) are for psychiatric patients. Other hun- 
dreds of thousands of patients are treated on an ambulatory basis and 
probably an even greater number are in need of treatment but facil- 
ities are lacking to care for them. On the basis of recent figures it has 
been estimated that at the present rate of hospitalization 1 of every 10 
persons in the United States will spend part of his life as a patient in 
a mental hospital. 

If you look around the room, you figure out that this is quite a 
number, on a purely statistical basis. I am not doing any selecting. 

Repeated surveys over the past few decades have shown that of 
patients coming to the general practitioner approximately one-third 
have entirely psychological illnesses and another one-third, whatever 
their physical disability, have emotional and mental complications 
which seriously interfere with their recovery. Rather than belabor 
you with a specific breakdown I would like to submit as exhibit a 
data sheet prepared by the National Committee Against Mental IIl- 
ness showing that the economic loss to the country amounts yearly to 
over $4 billion. 

May I submit that at this point ? 

Mr. Biarnrx. Without objection, it is so ordered. 

(See appendix, exhibit 1 p. 171.) 

Dr. Kirnz. Reducing this to a figure which is meaningful to the 
average individual is a difficult task but as an individual who pays 
taxes in the State of New York it is of personal interest to me that 
roughly one-third of the operating budget of the State goes to the 
department of mental hygience and I am sure that the figures for other 
States whether funds are obtained by direct or indirect taxation are 
not too different. 

In other words, the cost is borne by the taxpayer, rather than by the 
individual family. 

The cost in human suffering is almost beyond imagination. Mental 
illness is not a disease which merely affects one member of the family: 
if the patient is hospitalized the emotional drain on the family who 
carried this stigma plus the time and effort devoted to visiting and 
worrying about such a patient may go on not for weeks or months 
but for years and decades. If the patient is cared for privately the 
strain on the family in respect to adjusting to living with such an 
individual plus the economic sacrifices required to provide anything 
like adequate psychiatric care often leave families in financial and 
emotional bankruptcy. Under our present system these illnesses are 
not compensable so that no relief is provided by the ordinary protec- 
tion against medical disasters. 

The diseases which maim and destroy people in the declining years 
of their life are sad enough but frequently mental illness strikes in 
adolescence or young adult life and patients who have been hospital- 
ized 50 or even 75 years are not uncommon. If they are married and 
with children the husband or wife faces a difficult future since while 
the patient still lives one must always hope that something can be 
done, whereas in illnesses that terminate fatally one must attempt 
to be reconciled to the inevitable. It is therefore small wonder that 
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any new treatment which offers hope for those who have failed to 
respond to other methods would be a subject of the greatest public as 
well as medical interest. Based on available figures it would not be 
unreasonable to estimate that well over half the families in the United 
States had at least one member in a mental hospital or under psychi- 
atric care so that news about advances or dangers of treatment com- 
mand a tremendous audience with intense personal interest. Until 5 
years ago a great majority of mental diseases could not effectively be 
treated either because no adequate treatment existed or because the 

available techniques were so time consuming and expensive that only a 
handful of the hundreds of thousands of patients could even be tried. 

In the treatment of infectious diseases the antibotics clearly marked 
the beginning of a new era just as the introduction of aseptic tech- 
niques sharply demarcate the beginning of modern surgery. There 
were important developments in the treatment of infectious diseases 
and in surgery prior to these turning points but the importance of 
antibiotics and asepsis was so great that they revolutionized all subse- 
quent therapy. The development and successful application of the 
psychopharmaceuticals was a thermonuclearlike explosion which 
marked the end of one era and the beginning of another; and which 
may, in point of fact, be of markedly greater import in the history 
of mankind than the atom bomb since if these drugs provide the 
long- aw aited key which will unlock the mysteries of the relationship 
of man’s chemical constitution to his psychological behavior and pro- 
vide effective means of cor recting pathological needs there may no 
longer be any necessity for turning thermonuclear energy to destruc- 
tive purposes. It is too soon to know whether we are really across the 
threshold but let me present the evidence for those who hold, as do I, 
that a major event has occurred in the psychiatric field. 

In the 185-year history of the public mental hospitals in the United 
States, at the end of each year there were more patients in the hos- 
pitals than there had been at the end of the previous year. In 1956, 
which was the first year that the drugs were used on large scale, 
a simple statement of the facts is the most dramatic way of indicating 
what happened. The anticipated increase in the mental hospital 
population of the country was such that at the end of the year if the 
projection followed through there would be between 10,000 and 12,000 
patients more in mental hospitals than there had been at the beginning 
of the year. 

Mr. Buarnix. At that point, may I ask just a question ? 

Dr. Kuine. Surely. 

Mr. Buiatnrx. Would that rate of increase be greater than the 
proportion of population increase ? 

Dr. Kune. Yes. 

Mr. Buiarnrk. Or would it be just a normal increase due to the 
normal increase in population ? 

Dr. Kune. No; the rate of mental-hospital increase has shown a 
steady progress above that of the general population. I might men- 
tion as an aside that I do not believe that this is necessarily related to 
the pressures under which we live, or the phrenetic modern times. 

I was recently in Haiti, and they have 4 million population and 
only 250 hospital beds. This certainly does not mean that the mental 
health in Haiti is that much better than ours; or, to use an example in 
the United States, the rate of hospitalization in Delaware, I think, is 
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something like 10 times that in New Mexico, which doesn’t mean that 
the people in New Mexico are only one-tenth as crazy as the people in 
Delaware. In large part, it means two things: one, that there is 
recognition of mental illness as such. In Haiti, for instance, mental 
illness is regarded as demonic possession, and is treated by voodoo. 

Second is the combination of an urban society, where people are 
forced to live fairly close together, plus the available facilities for 
treatment, leads to higher rates of hospitalization. Presumably, in 
New Mexico, if you are sheep farming or doing some outdoor activity 
and have a personal conviction that you are a rooster and want to 
stop and crow 2 or 3 times a day, as long as you get your sheep farm- 
ing done, no one is going to pay much attention. But if you are 
working on an assembly line, and this means a car is going to come 
out without a steering wheel, you won’t last too long. 

So I think a part of the increased number of patients coming for 
treatment is a function of the degree of sophistication in recognizing 
the illness. 

[ hope that answers your question. 

Mr. Buarnix. Thank you. 

Dr. Kurnz. You are welcome. 

In any case, instead of the increase, there was actually a decrease of 
over 7,000 patients. In other words, the difference between the ex- 
pected population and the actual population was almost 20,000 pa- 
tients. 

Note that this was almost the first time anything like this had hap- 
pened since records had been available. This was not an isolated 
phenomenon due to an abrupt change in 1 or 2 States since in point 
of fact 43 of the 48 States had less patients than had been anticipated. 
In New York State where the anticipated increase had been between 
2,000 and 2,500 patients there was an actual loss from the hospital 
rolls of some 500 patients—a difference of roughly 3,000. It is im- 
possible to prove that the drugs and the drugs alone were the cause 
of this unique reversal, and undoubtedly the enthusiasm of hospital 
staffs who found for the first time they had means of treating patients 
on a large scale—successfully—may have entered into the picture, but 
the burden of proof lies with those who say that the drugs had little 
or no effect in bringing about this remarkable change. 

It is interesting that there are still a number of people, for reasons 
which, as a psychiatrist, I can guess at, who find objection to the drugs 
doing anything. 

The customary cry of the cynics is that the patients were “pushed 
out” of the hospitals but this argument is given the lie by the fact in 
New York State where discharge increased by 23 percent in the fiscal 
year 1955-1956, this increased rate was maintained during the fiscal 
year 1956-57. One might “push out” of a hospital a patient who is not 
ready for discharge but within a few months the community would 
have pnshed him right back in again if the improvement existed only 
in the minds of the hospital staff. The fact that these patients have 
remained out now for 1 to 2 years is strong indication that some real 
change has been wrought. Another bit of contributory evidence is the 
fact that, again in New York State where I know the figures best, the 
rate of return of patients who are kept on maintenance doses of the 
pharmaceuticals is roughly half that of patients not on medications. 
I am well aware that each of these figures which I have given may 
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be subjected to statistical criticism on the grounds that this or that 
factor was not taken fully into account. On the other hand, the evi- 
dence is so one-sided and overwhelming that, even though one were to 
make allowance for each of the possibilities in some reasonable pro- 
portion, the weight of cases is so large that only the most unlikely of 
accidents could invalidate them. 

To press for a congressional analogy it would be like arguing with 
three-quarters of the precincts reporting with a majority for one can- 
didate so large that 90 percent of the remaining votes would have to 
go opposite to the first three-quarters in order for the second candi- 
date to win; to offer all sorts of plausible explanations of why the first 
three-quarters of the precincts reported the way they did with the 
presentation of logical reasons why the remaining one-quarter would 
vote 90 percent in the opposite direction. As a theoretical considera- 
tion no one could say that it was beyond the realm of possibility but 
it reaches a point where one becomes quite frankly impatient with 
such caviling; with the attitude—let’s wait for 20 years before we 
make a judgment. Reality demands that we accept the fact that the 
mass of evidence indicates that the drugs are useful and if one wishes 
to retain reservations that in the long run things may turn out differ- 
ently than seems to be indicated no one could quarrel since at least one 
has acted in good faith on the evidence at hand. 

Actually, what I might add here is that even more convincing 
than statistics is the experience of those of us who spend 10 or 
15 years working in hospitals, some people even longer. You go 
to any hospital superintendent who has been in the business any length 
of time, or any person who has been on a hospital staff and simply ask 
on the basis of personal experience, “What is the predrug era as op- 
posed to the postdrug era?” You can throw your statistics out of the 
windows because hospitals are just not the same places they were. 

The peor who feel that the drugs may not be doing very much are 
those who have not worked in the situation. 

Mr. Piaprincrer. When you say people,” Doctor, you are referring to 
others in the profession, or are you ? 

Dr. Kirxz. You mean those who object to the drugs? 

Mr. Piarrnerr. Yes. 

Dr. Kurne. There are some in the profession. There is also a great 
collection of puristic statisticians who quite truthfully say that as far 
as statistics go, you haven’t proved your case. But statistical proof is 
one thing and actuality is sometimes another thing, since it is true that 
we can’t always set up ideal controlled experiments at the present time. 
It hasn’t been done. It would be very nice, but even without statistical 

roof if you give the drugs the patients calm down. If you look at the 

gures that come out of hospitals without personal experience, you may 
find all kinds of quite legitimate things that might have had an in- 
fluence. 

Just as I say, it may be that with even three-quarters of votes in, it 
has happened that at least one candidate has gone to sleep thinking 
he was President and waked up to find he wasn’t. This is in this case 
so unlikely, and so much against the experience of anyone who has 
worked in a hospital, that I would be willing to make a considerable 
investment if it were a betting matter and betting were legal. The 
personal experience of successful results in place after place is almost 
universal. Sothe objectors are usually those who are not psychiatrists, 
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or, if they are psychiatrists, those who have not had experience with 
hospitals or with the type of patients seen in the garden variety psy- 
chiatric practice. There certainly are patients im whom the drugs 
don’t make that much difference. But in the vast majority, they do. 

Another source of considerable confusion both to psychiatrists and 
the lay public alike is the claim that while the drugs may reduce symp- 
toms that they do not cure the patient. 

I bring this in partly because someone else may raise it subsequently, 
and p: urtly because it is a personal hobbyhorse. I have heard this in so 
many psychiatric meetings, the argument that the drugs don’t cure, 
but only get the patient ‘better. There are two important points in 
answer to this: 

1. That with 1 or 2 very rare exceptions we know so little about the 
causes of mental disease that it is completely impossible to talk mean- 
ingfully about cures. The need is for more extensive and intensive 
research and this point has been recognized fully only in recent 
years. The magnificent support of the United States Congress has 
contributed materially to investigations in this area. At the present 
time the commonsense definition of what is meant by cure, that is, the 
relief of symptoms which prevent the individual from useful social 
function and from enjoyment of life are far more sensible than 
criteria based on unproven theoretical considerations or the use of 
unvalidated psychological, physiological, or biochemical tests. With 
your permission I would like to submit as exhibit 2 a paper I pub- 
lished last year entitled, “Criteria for Psychiatric Improvement” 
which reviews this problem in more detail. 

Mr. Buatnix. Without onan, it is so ordered. 

(See appendix, exhibit 2, p. 171.) 

Dr. Kunze. I might add that following the publication of this 
paper I received a letter from certainly one of the most prominent 
psychoanalysts in the country, in highly complimentary terms, saying 
he occasionally came across a paper he wished he had written and 
this was by far the most sensible discussion of improvement that he 
had seen. I was pleased to get it since, if anything, I expected objec- 
tion on this score. 

2. In an extremely significant, but, 1 am afraid, overlooked article, 
also published last year, Gruenberg underlines the point that, in con- 
sidering the results of pharmacotherapy, one must consider not 
only complete and final relief of all signs and symptoms of the disease 
but recognize, as in the case in all other fields of medicine, that reduc- 
tion of disability is of at least equal importance and that the evidence 
is overwhelming that here, too, the psychopharmaceuticals have a 
major contribution to make. 

The fact that thousands upon thousands of patients are now re- 
leased from mental hospitals and tens of thousands more have been 
spared this experience is much more significant than the fact that 
in a percentage of these patients there are still some residual dis- 
abilities of the illness. Suffice it to say that many former patients 
have been able to return to a productive social existence and are 
receiving a satisfactory amount of enjoyment out of the experience 
of living. 

Even for those patients who must remain institutionalized be- 
cause our ignorance is still such that we have not devised adequate 
treatments, a new world has also been created. No longer is the 
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mental hospital racked with wild and meaningless shouting, nor do 
we see any longer the so-called disturbed wards of only a short 5 
years ago. Asa result of the pharmaceuticals, a problem has actually 
been created, since so many patients are now amenable to psycho- 
therapy, occupational therapy, recreational therapy, and other types 
that the facilities and the personnel for providing these do not exist. 

I might also add, anecdotally, that, in one of the New York State 
hospitals, the patients in what had been labeled as a chronic disturbed 
ward, within 6 or 7 months after the drugs had been introduced, came 
to the psychiatrist in charge of the ward with a complaint. They said 
they felt their ward should no longer be designated as a chronic 
disturbed ward; one, that there was no one disturbed in it any longer, 
and, secondly, it was not a chronic ward, since 10 or 15 percent of the 
patients had already gone home, and they didn’t want to be desig- 
nated a chronic disturbed ward, as they weren’t. I think it is anecdotal 
contributory evidence. 

It was never anticipated that so large a share of the hospital 
population would be capable of this type of treatment. Although 
reduction in mental-hospital population has been noted throughout 
the world wherever these pharmaceuticals were used (and in a few 
places, like Denmark, there are actually vacancies in some of the 
mental hospitals for the first time in their history), this does not mean 
the immediate abolition of the mental hospital as we presently know 
it. Because of the unfortunate overcrowding—I think this is esti- 
mated around 25 or 30 percent—it will be a considerable period be- 
fore the hospitals will even return to the population for which they 
were originally built, and new and better treatments will have to be 
devised before the chronic population can be very sizably lessened. 
The greatest eventual hope is in the adequate treatment of acute 
patients in order to prevent institutionalization. 

I think on this point Dr. Ayd will be particularly helpful. There 
have been studies done, which I have not included, which indicate 
that the referral from clinics or outpatient departments to mental 
hospitals have been very significantly reduced by the use of a drug, 
so that a very small percentage of patients are now referred to the 
hospital, compared with previously. 

At the present time, a number of us, in cooperation with some of 
the pharmaceutical houses (Hoffman-La Roche, Schering, and Wyeth), 
are planning a project which will help determine if this is a feasible 
and economic way of handling the problems of mental illness; that is, 
will the use of adequate pharmaceuticals and good outpatient facili- 
ties make it unnecessary to construct large scale mental hospitals? 
Such a setup would utilize not only the drugs but psychotherapy and 
other available techniques since, despite the opinion of a few ex- 
tremists, there exists no conflict between psychodynamic and phar- 
macodynamic treatment. In point of fact, they admirably supple- 
ment one another. 

A brief mention should also be made of the side effects, since these, 
too, at times are apt to lead to confusion if not properly understood. 
Any pharmaceutical which possesses potency invariably has side ef- 
fects. This is merely another way of stating that a pharmaceutical 
acts at multiple sites and, usually, in more than one way. Ideally, 
a drug would do only what was therapeutically necessary and no 
more, but few, if any, compounds of this type exist anywhere in na- 
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ture or the laboratory. Let me select, as a well known example, to 
this committee, at least, aspirin, which has at least two major actions, 
(1) reduction of pain, (2) reduction of temperature. If the use of 
the drug is primarily oF the relief of pain, then the reduction in 
temperature would be a side effect and, vice versa, if the drug is given 
for reduction of temperature then reduction of pain sensitivity would 
be a side effect. Sometimes, misunderstanding of this has led to un- 
fortunate publicity. Let us imagine that aspirin was used for a 
year or so for its pain-reducing properties and only then was it noted 
that it also reduced body temperature. This might immediately lead 
to a hue and ery that the drug was potentially dangerous since the 
normal body temperature was 98.6° F. and the use of aspirin reduced 
this so that the individual no longer functioned in a normal manner 
which, since it was below what nature intended, might lead to all 
sorts of dangerous reactions. Similarly, if the drug were used pri- 
marily to reduce temperature and it were subsequently discovered 
that it also lessened pain sensitivity, a similar alarm might be sent 
out that since the individual did not respond to pain in a normal man- 
ner he might be subjected to all kinds of accidents and, therefore, the 
drug should not be used. 

Mr. Buiatnik. Doctor, just to clarify, in describing side effects, you 
are not implying that all side effects, while they are effects in them- 
selves, are necessarily harmful? There would be side effects that 
are not necessarily of any significance or importance. Could there 
also be side effects that are damaging? ? 

Dr. Kure. Yes; I'll refer to those. 

Mr. Biarntx. Excuse me. 

Dr. Kriner. But I wanted to make the point that, sometimes, what 
are called side effects are only side effects because you happen to be 
looking down a particular tube. Later, what was once a side effect 
may be the reason you are using the drug. As with aspirin, if you are 
using it for pain, then the reduction in temperature is a side effect, 
since this is not your reason for using it. You are trying to reduce 
pain. 

On the other hand, half an hour later, with another patient, you 
may be giving the drug to reduce temperature, in which case, the 
reduction of pain sensitiv ity is then called a side effect. 

So, not only are the side effects not necessarily dangerous, but, at 
times, they become the principal reason for using the drug. It de- 
pends on what you are trying to accomplish as to whether you call 
this a side effect or not. 

There are others, of course, which are just a bloody nuisance where 
at least no one knows of any possible use, although sometimes 
these, surprisingly, turn out to be something that later you do find 
medically useful. So that the term, as you ‘indicate, makes it sound 
as though these are dangerous, horrible ‘things, whereas, in point of 
fact, they may be either unimportant or annoying, at most, although, 
as I’ll indicate, there are a few dangerous ones. 

In the case of the psychopharmaceuticals there are similarly side 
effects but the vast majority of these, although they may be annoying, 
are not dangerous and to the best of my know ledge (except as noted 
below) are fully reversible when the medication is discontinued, re- 
duced, or supplementary drugs given to correct the side effects. There 
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are rare side reactions which occasionally are dangerous (as there are 
with aspirin or any other drug). 

Again, as an aside, I think the number of deaths from aspirin in 
the United States runs somewhere between 100 and 150 a year, which 
is certainly not inconsequential, but we don’t regard this as a danger- 
ous drug. In fact, it has such a reputation in England that I under- 
stand this is a favorite method of trying to commit suicide, by taking 
lots of aspirin, which is rather rare in this country as an escape. 

However, if the physician is fully aware of these side effects and on 
the lookout for their occurrence, medication can almost always be 
reduced or discontinued in time to prevent fatalities. So that if the 
physician is well informed and he recognizes the side effects early, he 
can avoid, in most cases, fatalities. 

Obviously, medical judgment consists in weighing the advantages 
to be obtained against the annoyance or danger of the side reactions. 
This is the so-called calculated risk in medicine. 

It should be stressed that this exists with almost any medical pro- 
cedure and is by no means limited to drug usage. If a patient has 
signs and symptoms of an acute appendicitis the surgeon has to make 
up his mind as to the probability of his diagnosis being correct and the 
danger of not operating against the dangers which may result from 

giving the patient anesthesia for the operation, the possibility of a 
blood clot postoperatively, the risk of something happening during 
surgery itself and the inconvenience, the psychological effect, and the 
expense of a week or so of hospitalization plus the convalescent period. 

Further, there may also be long-term effects of the operation with 
development of postoperative adhesions which may not become evi- 
dent until 1, 2, or 5 years later. There have been those who decried 
the use of the drugs since we do not know what their long-term effect 
may be. They have not been in use long enough for anyone to dem- 
onstrate that after 20 or 30 years there may not be some resultant 
change but on the other hand, and of even more importance, is the 
fact that no one has demonstrated that they do have any harmful effect 
or prolonged usage or on shorter usage after a period of many years. 
I have been told that when insulin was first discovered a Dr. Palmer in 
Boston raised the same question, that is, what are the long-term effects 
and at his own time and expense went from one medical society to 
another arguing against the use of insulin since no one knew what 
effect it would have at the end of 20 years. His unproven apprehen- 
sions, thank goodness, did not prevent general usage of the drug and 
thereby the lives of tens of thousands of diabetics were saved. As far 
as we know, his apprehensions were baseless. Medical judgment al- 
most always tends to be conservative but not reactionary and the wide- 
spread use of the psychopharmaceutical drugs indicates that in the 
considered judgment of most physicians the advantages i in the treat- 
ment of the patient far outweigh the possibiilty that there may, or 
may not, be some long-term effect which has not been discovered. 

Another very commonly misunderstood item on this score is “addic- 
tion” toadrug. In popular speech this is used to cover three separate 
and quite different reactions. The first of these is habit formation 
to which we are all subject in varying degrees and to all sorts of 
things. With many of us it is a habit to have orange juice for break- 
fast and somehow the day does not seem quite right if we do not start 
it off in this manner. Somehow this orange juice seems to be the ap- 
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propriate thing to drink since it is cool and refreshing and cleans the 
residual taste of the toothpaste out of our mouth. In a like manner 
certain individuals will take a sleeping medication or one of the 
psychopharmaceutical preparations since they have fallen into the 
habit, not that they have any great need for them, but they have simply 
fallen into the habit, and it seems to be the thing to do before you go 
to sleep to take a sleeping medication or pill X three times a day. 

Distinct from this is “dependence” which also applies to many other 
areas than drugs. There are a large number of individuals who are 
“dependent” upon a cup of coffee with which to start their day and 
who actually are uncivilized until this has been done. If for one or 
another reason they do not get their coffee they are acutely uncomfort- 
able, have a strong yearning and preoccupation on the subject, and 
will exert themselves considerably in order to get that essential morn- 
ing cup of coffee. If for any reason this is unavailable they are ir- 
ritable and unhappy. This is true also of certain of the psychophar- 
maceuticals upon which individuals have developed such a depend- 
ence. Finally there is true “addiction” which by medical aaron 
means that if the individual does not receive his accustomed medic: 
tion there are definite physiological and biochemical] reactions cuaclae 
the person acute physical and psychological distress and even at times 
endangering his life. In this class would belong such drugs as mor- 
phine, codeine, and the barbiturates when used in large doses. 

I might add that some of the evidence presented that some of the 
other drugs are addicting does violence to what most of us regard 
as addiction. That is, if you abruptly change a medication of any 
type, a person may have an immediate reaction to it, whether it is in 
the form of a convulsion or a sleepless night or two, but within a rela- 
tively short period of time, as soon as this initia] reaction is over, the 
person readjusts, and it is not an addiction in the sense that a body 
has set up a homeostasis that requires that this drug be administered 
over a long period of time. 

It is for this reason that this group of drugs are so closely regulated. 
Sometimes the term “addiction” is used in its lay meaning by physi- 
cians in the same manner that “cancer” is used to refer to whole groups 
of malignancies although actually cancer is only one very specific type 
of neoplasm. 

Yesterday, I was at a conference in Chicago, and Dr. Coghill of the 
National Institute spoke on progress in cancer research. Even though, 
by medical definition, cancer is a limited type of malignant neoplasm, 
when a specific kind, the type that develops from ectodermal cell tis- 
sue, it never occurred to anyone to question him on the fact that he 
was really not talking about cancer at all, but talking about malignant 
neoplasms. So that, in medicine, we also use this same kind of short- 
hand. It is much easier to say “cancer” than malignant neoplasm. 
I think this is sometimes deceiving, because a doctor will say “addie- 
tion” when he is referring to this whole class of reactions. This leads 
to misunderstanding. 

Actually one of the major advantages of the psychopharmaceuticals 
is that to my knowledge there has not been reported a single case of 
addiction although habit formation and dependence are as common as 
might be expec ted. The fact that the sale of barbiturates has dropped 
well over 50 percent since the introduction of these drugs constitutes 
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a great advance since these individuals are not tempted to barbiturate 
addiction as they might have been in the past. In addition, there 
appear to be at least a significant number of individuals who were 
“addicted” to alcohol (that is, had habit formation, dependence, 
etcetera) and who are now able to get along with these newer drugs. 
In summary then, in contrast to preparations such as morphine and 
the barbiturates when used in large doses, this newer group of 
pharmaceuticals possess the distinct advantage that there is no evi- 
dence that they are addicting in the true meaning of the word. 

Before passing on to criticisms it should be definitely pointed out 
what the contributions of the pharmaceutical industry to psychiatry 
have been. Firstly, without the pharmaceuticals invented and pre- 
pared by the drug houses it would have been impossible to achieve 
the promising results described in the previous paragraphs. These 
pharmaceuticals were not achieved by accident. As an instance, the 
development of reserpine by Ciba Pharmaceuticals from the crude root 
of Rauwolfia serpentina—I think, Mr. Minshall, that indicates the 
relationship of the two—at one time occupied 80 percent of the re- 
search capacity of that drug house and involved the expenditure of 
something over $1 million on the chance that the active ingredient 
could be isolated and made commercially feasible. It is one of the 
anomalies of our society that if a firm is successful in producing a 
product on which it can make money (which is in part used for the 
development of more such products) that these rese: arches are not re- 
garded as being as scientifically pure as work done in universities or 
other institutions. What is most peculiar about this is that we speak 
constantly of the advantages of a capitalistic free-enterprise system 
and when we have overwhelming evidence of its successful functioning 
we tend to disdain advances produced in this manner. The fact that 
commercial enterprises are able to produce the high quality research 
results that they do should instead be a matter of great pride and 
recognition. The millions of dollars which are invested by drug 
manufacturing houses in an effort to find newer and more useful 
products is one of the most important factors which has made it pos- 
sible for American science to hold such a prominent position in this 
field. 

Secondly, once pharmaceuticals are produced there arises the prob- 
lem of evaluating them and here again the pharmaceutical industry 
has made a great contribution to psychiatry. At the time we started 
our own work in Rauwolfia it was almost unheard of for a pharma- 
ceutical house to give any grant support to a State hospital, the line 
of reasoning running that the institutions were supported by the 
State, that there was no or almost negative prestige value in making ¢ 
contribution to research in such backward institutions, and third that 
the probability of marketable product coming out of such an explora- 
tion was virtually nil. In spite of this Squibb, through its medical 
director and research grant committee, was willing to venture a small 
grant to assist our own basic research and to possibly explore whether 
Rauwolfia serpentina had any effect on psychiatric patients. ‘That the 
experiment proved interesting and valuable is self-evident. Since that 
time support in various forms has been given by pharmaceutical house 
after pharmaceutical house to the various State, county and similar 
mental hospitals of the country which has acted as a great stimulus to 
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not only drug evaluation but also to the treatment and general care 
of patients. As I pointed out in an article last year : 

The provision of grants-in-aid “with no strings attached” has provided an 
amazing transfusion of vitality into many a struggling clinical or laboratory 
research group in some clinic or State hospital. Financial watering of this ap- 
parently arid region has resulted in the appearance of oases which help to nour- 
ish the whole surrounding psychiatric neighborhood. The university depart- 
ments of psychiatry and neurology have similarly benefited and, in turn, con- 
tributed to the greatly expedited attack on the problem. Nor has the research 
supported by the pharmaceutical houses been limited to clinical testing in the 
area of biochemistry. Physiological, psychological, and even psychoanalytic 
projects have been supported. More than one company has adopted the philoso- 
phy “What is good for the field of mental health is ultimately good for us.” 

Thirdly, contrary to the opinion of some, pharmaceutical houses do 
not limit themselves purely to that which is commercially exploitable. 
Their interest and development of basic research is quite genuine and 
as occasionally some applied research results this is certainly not to be 
condemned. Our own recent recognition of iproniazid as a forerun- 
ner of a new class of drugs for the treatment of depression developed, 
not from the pharmaceutical company which manufactures the prod- 
uct, but from one of their competitors. 

Again and as an aside, we had quite a job trying to convince the 
pharmaceutical house that made the drug that it was useful. They 
were very skeptical of it, and it was a reverse sales job. 

While visiting the laboratories of Warner-Chilcott, I chanced to 
see an experiment in basic research attempting to determine the mode 
of action of reserpine. To demonstrate whether a certain theoretical 
point was or was not true the animals had been treated with iproniazid 
prior to being given reserpine and it was the chance observation of the 
extremely acute alert state of these creatures that suggested the use 
of iproniazid—made by another company, as indicated—for treatment 
purposes. 

This is really a rather trivial example of what is being done in the 
area of basic research by the pharmaceutical houses. Many of these 
companies literally employ hundreds of full-time researchers whose 
concern with basic problems of the field is as great as that of any uni- 
versity professor and whose research productivity, not infrequently, is 
equal. 

As in other scientific fields interest on the part of one group of 
workers arouses corresponding interest on the part of others so that 
the whole area of the possible influencing of human behavior and the 
relationship of biochemical to psychological and sociological factors 
has become of increasing importance in the past few years as the 
result of the stimulation initiated by the pharmaceutical industry. 

Mr. Biatnix. Doctor, at this point I apologize for interrupting— 
may I interrupt ? 

Dr. Kurne. Surely. 

Mr. Biatnrk. This is your industry contribution to research in 
pharmaceuticals in the psycho and chemical therapy. Are any Fed- 
eral funds involved through the National Institutes of Health, or the 
Department of Health, Education and Welfare? 

Dr. Kine. Yes, the National Institute of Mental Health, with 
some very strong urging and support from committees chaired by 
Senator Lister Hill and Congressman Fogarty, has greatly expedited 
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this. I think it is worth pointing out that this is what I meant when 
I said the people working in one field stimulate those in others. 

The evidence which originally came from the drugs produced from 
the pharmaceutical houses stimulated, in turn, the United States 
Congress to act to further these investigations. This, in turn, has 
greatly supported the private philanthropies in giving money for 
research. 

The attitude of the Government, or for that matter, of the private 
philanthropies is that there is no sense in investing in an area where 
we are not going to get very much. The evidence that arose out of 
the fact that these drugs were successful in this treatment has en- 
couraged a great deal of support, since there now seems to be a way 
open to approach what previously was an insoluble problem. The 
Government has done an excellent job in the field, and the National 
Institute of Mental Health has shown an increasing support for this 
type of research, in contrast to the relatively minimal place that it 
held prior to the introduction of the pharmaceuticals. 

There was most cordial recognition by the congressional committees 
of the value of this work, and an immediate desire to do what could 
be done to further it. I appreciate your asking the question since it 
gives me the chance to publicly state the appreciation which I think 
all of us in the field of psychiatry feel for this sort of thing. 

It also serves a salutary purpose since as the Federal funds for 
research become available, the individual becomes freer to investi- 
gate that which he chooses. I will briefly refer later on to the fact 
that some investigators are self- deceived, since they feel that what 
the pharmaceutical industry wants is some promotional material 
for their drug. That is not what they want at all. 

What most of them are looking for is an honest answer to a ques- 
tion. I don’t know if that covers your question. 

Mr. Buatnix. Yes; it does. Just a little more to sharpen this up. 
If I recall correctly, and we'll check on the figures to refresh our 
memories, I believe ‘that the National Institute of Mental Health was 
given by Congress $30 million or, possibly $40 million for research 
in mental health. How would that contribution compare, as a rough 
measure, with the contribution made by industry ? 

Dr. Kune. Well, first, let me—— 

Mr. Biatntx. Would it be one-tenth? One-fourth ? 

Dr. Kure. No. First, let me get out of the way the comparison 
with other research support in this area. The congressional] support 
far outweighs that of all the foundations put together. That is, the 
Ford, the Rockefeller, the Commonwealth, and so forth and so on. 

The contribution of the pharmaceutical industry is rather difficult 
to evaluate, specifically, in the field of mental health. I don’t know 
accurate figures, but most of the pharmaceutical houses, at least the 
ones that I have had any dealings with, devote somewhere between 5 
and 15 percent of their gross to research. 

I had breakfast yesterday with a gentleman from a pharmaceutical 
house, a rather small one, with a $6-million-a- year volume. They 
devote 9 percent of their gross to research, which is quite appreciable. 

Now, exactly how much of this goes, specifically, into problems of 
mental health, I don’t think anyone can evaluate, because the basic 
research might be the same for one field and for another. For in- 
stance, one of the men who has made a tremendous contribution to 
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the field of mental health is Dr. Bernard B. Brody, who is in the 
United States Public Health Service at the National Institutes, but 
at the National Heart Institute rather than the National Institute of 
Mental Health. It happens that this basic research turned out to be 
extremely pertinent to the psychiatric field, so that you cannot divide 
things up quite as neatly as you would like. 

I don’t know what the gross volume of the pharmaceutical industry 
is, but assume it is roughly $250 million in the field of psychophar- 
maceuticals, which is the estimate of one of the people who make 
estimates. Say that, roughly, 10 percent of this is devoted to research, 
as it would be in most areas, this would be $25 million, which doesn’t 
match the overall figures of ’the National Institute of Mental Health, 
which was $39 million last year. 

But, certainly, it more than matches the amount that the National 
Institute of Mental Health is putting into biochemical and pharmaco- 
logical research. It depends which way you want the results to come 
out as to how you figure it. It is an appreciable amount. 

Mr. Buatnix. Do - you have any approximate figures of the gross, 
the percent of the gross in the pharmaceutical industry that they are 
putting into promotion of pharmaceutical products? 

Dr. Kune. Thank goodness, I am concerned with research, and I 
have no idea what they put into promotion. 

You see, a pharmaceutical house is a 2-headed monster—at least it 
is 2 headed in that it is a research institute at the same time as it is 
a commercial enterprise. In our capitalistic, free-enterprise system, 
if they don’t make money, they are not going to be able to do research 
or anything else. So, this is a per fectly_ legitimate motivation. They 
may have the best intentions in the world, but, unless they stay in 
business, they are not going to turn out anything useful. 

They have to function, i in part, within the business world and pro- 
duce returns for their stockholders. At the same time, the people 
who are assigned to research, with almost no exceptions, are primarily 
research people. Most of them don’t give a darn for the profits of the 
pharmaceutical house, but are interested in doing research. Of course, 
they would like to turn out something that is useful, because they 
may get a raise out of it, or some recognition, but these are secondary 
motives. 

Relative to other industries, which I think would be a much fairer 
means of comparison, what are the ratios of the funds devoted to 
research, as compared with promotion ? 

I think that, if you took one of the large industrial manufacturing 
firms that was manufacturing, let us say, rugs or refrigerators or 
what have you, how much does the amount spent on research compare 
with the amount spent on promotion there? 

This is a much fairer way of judging it than saying they spend 
as much for promotion, or 10 times as much, or 100 times as much 
for promotion as they do for research. They have to earn a living, 
and, if promotion keeps them in business, then hurrah for promotion, 
since this is the only way they will be able to continue to contribute 
to the research effort. 

Mr. Mrnsuatxn. Mr. Chairman. 

Mr. Buatntx. Mr. Minshall. 
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Mr. Minswauu. Doctor, do you have any basis for knowing what 
the individual States are doing in the way of research? I know you 
are familiar with New York. What is the country, as a whole doing? 

Dr. Kurng. The country as a whole is in a very interesting condition. 
Again, as a fact, it has now been demonstrated that research in this 
field pays. I liter ally mean pays in the sense that there is a prospect 
that this tremendous burden can be lessened, with the result that many 
of the States are now attempting to set up research units within their 
hospital systems. 

I have the discomfort of having to turn down at least 3 or 4 jobs a 
year which pay anywhere up to twice what I am getting from the 
State of New York, since many of the States, where they have had no 
research facilities, want to build such departments. The difficulty, of 
course, is, with many of them, that they are willing to pay very well 
for a research director, but they don’t realize that, without supporting 
staff, he is practically immobilized. 

One of the great problems, which, again, I will briefly refer to, is 
that there are now more positions than there are people. In point of 
fact, the pharmaceutical industry is making a contribution here, too. 

One of my close colleagues at the hospital, with whom I work a 
great deal with the drugs, was trained, so to speak, in the pharmaceuti- 
calindustry. He spent 4 years working for a pharmaceutical house. 

So the transition is not ‘all from the ‘professions into industry. This 
is not unique. There is a movement the other way, too. The people 
who have really been trained by industry are now moving back into this 
field because there are opportunities which didn’t exist before. 

Mr. Minsuauu. Thank you. 

Mr. Meapver. Dr. Kline, you don’t have any figures on the amount 
of money provided by States or others, perhaps local institutions, that 
you could put alongside industry’s contribution and the Federal Gov- 
ernment’s contribution ? 

Dr. Kune. I could take an educated guess, if you would like, sinc« 
I know what New York State is, and I know that relatively the sup- 
port given in New York State is quite high, compared with most other 
States. 

New York State has 120,000 pean on its books, which is some- 
thing more than 10 percent of the Nation’s mentally ill. Thee xpendi- 
ture is roughly in the neighborhood of $2,500,000 for actual research. 
I wouldn’t want to go to court on that figure, but I think it is roughly 
correct. 

If you figure this constitutes something more than 10 percent of that 
given by all State governments, the total would be about $15 million 
so that industry’s contribution, if you use the 10 percent of their gross 

sales of psychopharmac euticals, would be more than equivalent. 

Industry, I would guess, is putting in the same amount or more 
than the State government of the 48 States, which is a significant 
amount. 

Mr. Meaver. Do you havea figure for the foundations? 

Dr. Kune. I could dig it out. 

No; I brought everything else with me, but I don’t think I have 
that one. I have it on the Federal funds. That one I brought. But 
I would guess that the Government is supporting about four times as 
much research in this area as are the private foundations. Actually, the 
private foundations have been relatively chary of this whole area. 
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There is one foundation with considerable money that won’t support 
research in this field at all, because it is a kind of one-man foundation 
and the one man has the attitude that mental health is “Red.” He de- 
rives this, I think, from the idea that these people are cared for in 
State institutions, ‘which is a form of socialism, and he’ll be darned if 
he is going to give any money to support such kinds of activities. 

Relatively, however, the private foundations, until the last few 
years, have, witha few exceptions, steered pretty much away from this 
area as being one in which it didn’t pay you to invest money. The 
foundation has the same problem. They have the responsibility of 
placing their money where it will bring about the greatest return in 
terms of their good. 

Mr. Meaper. Your figure for New York State was an estimate of 
the direct contributions to research, not provision of hospital and 
laboratories ? 

Dr. Kune. It would include laboratories, 

Mr. Merapver. Or personnel such as regular people on the pay of 
their staffs ? 

Dr. Kurne. I am not talking about maintenance and care. 

Mr. Meaper. It is over and above the State’s contribution to the 
operation of your hospitals? 

Dr. Kuine. I am probably quite high on that. Reconsideration 
would make me say that sabes $15 million for the State govern- 
ments is quite high compared to the actual figure. If I can find it, 
I'll be glad to send it along to you. 

Mrs. Grirrirus. Mr, Chairman ymay I ask a question ? 

Mr. Biarnik. Mrs. Griffiths, 

Mrs. Grirrirns. Is the research within these clinics an attempt to 
isolate a cure, or an attempt to test a cure, or both ? 

Dr. Kurxe. You mean in the hospitals? 

Mrs. Grirrirus. Yes. 

Dr. Kring. It varies greatly from one hospital to another. I would 
say in most of them, the attempt is at this point to describe what hap- 
pens. Our own laboratories are perhaps illustrative to some degree. 
We spend at least 85 percent of our funds and our personnel on what we 
call basic research—that is, studies with radioisotopes, enzymes, 
steroid metabolism, psychological problems, in terms of perception 
and so on, which are not related to the drugs at all. 

Eighty percent of our effort at this point is to try to find out what 
the cause of mental disease is, or what mental disease is, because once 
we know that, then the possibilities of more effective and rational 
cures will follow. You can’t invent a satellite or a guided missile 
if you don’t have the basic research upon which to build it. 

At this point, what is most badly needed is the basic research 
which has been horribly neglected, since it appeared to be pretty 
fruitless todo any. The fact ‘that we have now found chemical means 
of influencing mental disease has stimulated a whole area since, if be- 
havior can be influenced chemic ally, it is much more likely that there 
is a chemical factor in the causation. This doesn’t mean that it is all 
chemical, but it looks like now this is an area where there is some pay 
dirt. Most of the research laboratories of which I know are at least 
in large part devoted not so much to testing drugs as to basic research. 

The support ; given by the pharmaceutics ul houses is “with no str ings 
attached.” That is, they will give you the money, and if at the end 
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of a period of time you tell them whether a drug they have produced is 
any good, or no good, or too dangerous to use, or the best thing since the 
invention of the wheel, they are perfectly happy and don’t really care 
if you use the money to buy an analogue computer, which is one of the 
things we bought with some of our money from a pharmaceutical 
house. Thus, some of this money can be used for basic research. The 
other part is used for the drug testing. 

Mrs. Grirrirus. Would you say that research for a pharmaceutical 
house is roughly what drilling for oil is to a Texan? 

Dr. Kunz. No; I think it is, in a sense, learning more about geology 
and the formation of rock structure. 

Mrs. Grirrirus. You get a lot of dry runs, don’t you, research- 
the pharmaceutical houses ? 

Dr. Kutne. Oh, yes. I think the figure is 1 out of every 400 prepara- 
tions which are prepared reach the market. This is, then, a quarter of 
1 percent of the products that are made that actually reach the state of 
being marketable. 

Then they too support basis research within their own research. To 
use your example of digging for oil, they, too, are concerned with rock 
structure and problems of geology that don’t have any apparent rela- 
tionship to oil at all. 

We are just beginning to recognize that without basic research ap- 
plied research dries up. Some of the best scientific brains in the coun- 
try are in these companies, and they are working not on developing 
a new modification of an already marketed drug so that it will be more 
marketable, but are working or very fundamental problems. The 
scientist doing the work doesn’t care about marketability. He is in- 
terested in geology and the fact that somebody may come along and 
find more oil with this makes him happy, but he is much more happier 
if he finds out that in the pre-Cambrian era the atmospheric pressure 
was point something else or so on. This is his motivation. 

Mrs. Grirrirus. Thank you. 

Mr. Biatntk. Doctor, time is running ahead. May we summarize— 
perhaps you could summarize any parts you have not covered on the 
rest of page 14 and page 15. 

Dr. Kure. Yes, Ill very briefly go into it. 

Mr. Buatnix. Up to page 16. 

Dr. Kune. I mentioned a number of other ways in which pharma- 
ceutical houses have given support that has nothing whatever to do 
with drugs such as supporting fellowships and things of this type. 

Then I would like to go to page 16. 

As Mr. Blatnik has indicated, for a very specific reason, since I 
regard this as highly important, I would like to preface the critical 
remarks about the psychopharmaceuticals by a general statement 
which I very strongly believe should apply to myself and to all sub- 
sequent witnesses. I have sent this testimony to those of the subse- 
quent witnesses that I know will appear. 

That is, namely, that it would be not only inadvisable but highly 
improper and very much against the general welfare to name any 
specific drug as such. There are hundreds of thousands of patients 
in the country on each of these pharmaceuticals and any statement 
that the side effects of such and such a drug are dangerous or that a 
certain other preparation is “ineffective” unless backed by substantial 
and definitive proof may lead to discontinuance of treatment by the 
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patient against the best available medical advice. There is no evi- 
dence so conclusive at the present time that such statements can be 
made without qualification and until such is the case these are mat- 
ters for scientific investigation; not public debate. Any witness who 
takes upon himself the responsibility of indicating that a particular 
drug is unsuitable for use should be fully aware that he is throwing 
into question the knowledge and judgment of the prescribing physi- 
cian and should be prepared to accept the ethical consequences. If 
he has such doubts and opinions along with appropriate evidence there 
exist many proper means of proceeding through medical journals, 
societies, et cetera. To name specific drugs or drug houses is all the 
more immoral since it is not necessary to accomplish the purposes for 
which these hearings are being held and involves as a possible conse- 
quence the termination of treatment of a drug which may be func- 
tioning effectively. Therefore, I would like to urge against such 
derogatory public reference since it servés no useful purpose, is medi- 
cally dangerous, and socially destructive. Like everyone else I have 
personal opinions as to the relative merits of various preparations, 
some of which I have expressed in the literature, which I believe is 
the more appropriate place, but until much more definitive evidence 
is available I believe that no categorical statement should be made 
before a committee so much in the public eye as is this group. As 
an illustration of how cautious one should be it is sufficient to point 
out that when we first introduced reserpine for psychiatric treatment 
it was declared dangerous and said to be ineflectual by many who 
had not even used it. Even today, having just finished writing a 
review of the 1957 literature it is evident that some investigators and 
clinicians using this same drug in inadequate doses or for inadequate 
oeriods of time have found results to be unsatisfactory. This may 
e true in respect to any of the pharmaceuticals and therefore the 
witness who presumes to such complete knowledge that he is prepared 
to demonstrate that other investigators or clinicians who have found 
it useful are completely in the wrong is assuming a tremendous re- 
sponsibility which may do great harm and will not further the pur- 
poses of these hearings. 

Fifth, to get into the heart of the matter, let me take up in order 
the various points of criticism and itemize means by which they are 
already being handled or could be dealt with. 

(a) That investigators are quoted “out of context.” 

I think Dr. Ayd will confirm me that this is quite routine. It has 
been the practice of many pharmaceutical houses, when time permit- 
ted, to send to the individual investigator or clinician a letter request- 
ing permission to quote him on a particular point. This practice has 
become increasingly more prevalent and it is now only when limita- 
tions of time make it necessary that permission is not so obtained. 
This does not gainsay the fact that in the past investigators have 
been so quoted out of context but I would like to point out there 
already exists a mechanism whereby this could be very readily han- 
dled. In an excellent paper Mr. George Chapman of a prominent 
New York law firm has summarized the situation making it clearly 
evident that an investigator or clinician, even though he is quoted 
from a published text, if he feels that this has been done in a manner 
injurious to his reputation or presented in such a way as to make him 
appear ridiculous can have recourse to the law courts under the law 
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of copyright and the doctrine of right to privacy. I would like to 


— Mr. Chapman’s paper as exhibit 3 since it cites legal prece- 
ents. 


Mr. Buatnrx. Without objection, it is so ordered. 

(See appendix, exhibit 3, p. 176.) 

Dr. Kunz. I had meant, incidentally, to submit the editorial I 
referred to before as exhibit 4. 

Mr. Biatnix. You may do that now. 

(See appendix, exhibit 4, p. 181.) 

Dr. Kurne. I got so fired up by Mr. Chapman’s letter that I im- 
mediately phoned him and obtained permission to quote him. 

I have reviewed and considered at great length various alternative 
proposals such as making it mandatory for the individual being 
quoted to clear the “copy” in all cases prior to publication. None of 
these appear to be practical and would consume a tremendous amount 
of time involving the investigator and clinician involving himself with 
matters which are not germane to his work. Clearly though, if legal 
recourse is available and this is brought home by a court action there 
would be very little chance of the same error being repeated. Actual- 
ly such a drastic measure would probably be unnecessary. My sug- 
gestion would be that in those cases where the investigator feels that 
he has been quoted out of context or in such a way as to misrepresent 
his real views, that he write to the pharmaceutical house involved re- 
questing that a retraction or an amended statement be printed by them 
in the same mediums in which the original claim was made. If for 
any reason the pharmaceutical house were unwilling to do this a 
letter to the journal of the American Medical Association or the 
American Journal of Psychiatry detailing the correspondence would 
certainly produce an effect that would forestall another error. 

Mr. Piarrncer. You referred to the mechanisms to correct quota- 
tions out of context. 

Dr. Kune. Yes, sir. 

Mr. Puarrncer. These mechanisms have always existed. Isn’t 
that so? 

Dr. Kurye. Yes, but I think there has not been an awareness that 
they did exist on the part of the people who felt injured by being 
quoted out of context. 

I think one of the useful functions of the hearing may be that it 
will bring to attention mechanisms whereby this can be corrected un- 
der already existing laws. 

Mr. Puarincer. It would seem to be almost a reflex action that if 
you, as a scientific author were quoted out of context, you would write 
to the medical journals, and possibly as a last resort, have recourse 
to the courts. But this is time consuming, and what happens in 
the interim with respect to the publication of the quotation out of 
context ? 

Dr. Kurne. You in a sense have very nicely anticipated what I 
wanted to say, which I am happy about, because it must be sound 
thinking if this is your way of reasoning. 

I have reviewed the various alternate proposals, which I won’t go 
into to save time, but none of these appear practical. 

I think, as you have pointed out, that recourse to the courts probably 
is unnecessary. My suggestion would be that in those cases where the 
investigator deems that he has been quoted out of context or in such a 
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way as to misrepresent his real views, that he would write to the phar- 
maceutical house involved, requesting that a retraction or an amended 
statement be printed by them. 

Once this happened, I think that the rest of the pharmaceutical in- 
dustry would be extremely reluctant to get embroiled. I'll have in a 
moment an illustration of a company which did something which 
some of us did not consider particularly ethical. In fact, it didn’t 
involve psychiatrists. It involved science writers. They did exactly 
this. They (the science writers) wrote a letter to the American Jour- 
nal of Psychiatry, which was published, and they did not name the 
company but 

Mr. Puapincer. Was this a quotation out of context ? 

Dr. Kurne. No, this was a public relations stunt which involved a 
misrepresentation of fact. 

Mr. Puiaptncer. Can you tell the committee something about that, 
without mentioning the name? 

Dr. Kurne. Surely, it is in the literature, so I would have no hesita- 
tion. 

What they did was invite the science writers to a big shindig to hear 
about the discovery or invention, and the results of a new product of 
theirs. I think—I am not sure of this, but I think that they offered to 
pay expenses and so on to this meeting of the science writers. 

At the same time, they sent letters to the medical profession, par- 
ticularly the psychiatrists, stating that because of the tremendously 
exciting new results that had been found with this drug, if informa- 
tion about this appeared in the press prior to the physicians being 
supplied with all the data they wanted to apologize, but it was because 
the science writers were so excited about the drugs that they couldn’t 
restrain themselves. This, of course, threw into question the ethics of 
the science writers, and was very much contrary to the fact. 

This was a number of years ago. 

The secretary or the president—I have forgotten who it was—of 
the science writers—— 

Mr. Piapincer. How long ago was it? 

Dr. Kurne. I would guess about 2 years ago. Dr. Ayd would have 
the exact date. 

Mr. Piarrncer. I wanted the record to show that. It is almost 2 
years ago to the day. 

Dr. Kune. They wrote a letter of protest which certainly received 
a great deal of attention. There has been nothing even remotely 
resembling this kind of a public relations stunt since. They were 
burned, but bad. 

Mr. Puarrncer. This was no marginal operator, either; it was a 
fairly substantial firm ? 

Dr. Kune. That is correct. 

In the editorial which I would like to submit as exhibit D, this is 
one of the things I pointed out. The incident was a very effective 
means of putting an end to this sort of thing. They were in the dog- 
house with the rest of the industry; they earned themselves no good 
will from psychiatry, and it threw into question even the value of the 
drug, because if it had to be promoted by such a method—and not 
only that drug, but other products of theirs. So they were burned, 
and no pharmaceutical house has attempted anything even remotely 
resembling it since. 
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I think with the problem of being quoted out of context, all that 
would be required would be one investigator saying, “I demand that 
you print a retraction in whatever literature han appeared.” This 
would leave the pharmaceutical house in an embarrassing position, 
because they would have to come out and say, “We have misquoted 
so and so.” 

If they didn’t do it, a letter to the medical journals would, I think 
once and for all, end any business along this line. 

In point of fact, you are going to have trouble finding a pharma- 
ceutical house today that is willing to do this. They are very much 
aware that the few of them that did indulge in excessive promotion 
gained nothing by it except a good deal of hostility. So that in order 
to carry this through, you are going to have to find a pharmaceutical 
house which is stupid enough to go back to an advertising promotion 
device which has not turned out to be particularly successful. 

I'll save my other points, if I may. I know you want to get along. 

As you point out, legal recourse is still available, and I think prob- 
ably the legal council for the American Medical Association would 
undertake this if it were necessary. But I am reasonably certain 
that it would never become necessary. 

The second criticism is that there exists a general belief among 
those not better informed, that pharmaceutical houses are constantly 
pressuring an investigator to provide positive results. 

During the past 3 or 4 years we have had dealings with more than 
a dozen pharmaceutical houses and have never found this to be true. 
When a drug is in the investigational stage prior to marketing there 
is literally no one more anxious to find out what the limitations in re- 
spect to both action and undesirable side effects may be than the phar- 
maceutical house producing the preparation. This would be true for 
economic reasons 1f for no other since if a drug is not as potent as some 
other available preparation it will not stand up to competition on the 
market and if there are undisearble side effects it would entail not only 
the loss of the firm’s reputation in respect to the particular drug in 
question if these are not brought to prior attention but would tend to 
throw question on their other products as well. 

In other words, if they say, “This is the best tranquilizer since 
Adam,” or something like that, and then it turns out to be ineffective, 
it throws into doubt their claims as to other drugs. So that if a drug 
is no good in the investigational stage, they are very happy to know 
about it. It isn’t that they like to hear that it is no good, but they have 
to know whether it is not good, or they are going to go broke very 
shortly. 

Instances of this sort are undoubtedly well known to this committee, 
to the medical profession and the pharmaceutical industry at large. 
Despite substantial grants-in-aid to support investigations the phar- 
maceutical house is grateful to know as soon as possible that a drug is 
not suitable for marketing since this saves many handteds of thousands 
of dollars in terms of further investigations, promotion, and so forth. 

Mr. Prarprncer. Dr. Kline, in your editorial (see appendix, exhibit 
4, p. 181), you mention that it would be improper that attempts be 
made to suppress an article containing an unfavorable report, which 
is somewhat related to pressure on the investigator to obtain positive 
results. 
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I can’t tell from the text of the article whether this is an exising evil, 
or whether this should not be done in any event. 

Dr. Kurtne. I think there purportedly was one attempt to do this, 
which may have been a misinterpretation on the part of the parties 
concerned. It was not that the ohatthncodtion! house called up the in- 
vestigator and said, “We'll give you $250,000 not to publish your arti- 
cle.” Itisa beautiful thought. The sort of thing that happened was 
that the investigator submitted the paper for publication and there 
was a long delay before it appeared, and he had to write and insist that 
it be published. This is very easily subject to misinterpretation. 
Good researchers are usually pivaiold individuals in any case, or they 
wouldn’t be in research, and they have to be constantly critical of them- 
selves, and their work, and therefore it is pretty hard not to be critical 
of others. 

I can use as an illustration a paper which was accepted 2 years ago 
for publication in one of the psychiatric journals. The editor happens 
to be a friend of mine, and he wrote that he was going to give it early 
publication. It is not a particularly brilliant or new article. It isa 
summary kind of article, with a slightly different twist. It has now 
been 2 years, and the article hasn’t appeared. As a point of fact, it 
says nothing unfavorable. I think the pharmaceutical house would be 
just delighted if it were published. But there are long delays in pub- 
lication. There may be other priorities; there may be all kinds of 
things that interfere. It is sometimes not difficult to interpret a de- 
lay of this kind to be a malicious intent on the part of a pharmaceu- 
tical house, particularly if it is an unfavorable article. 

I am giving an illustration of a paper that is quite laudatory, but 
it has still taken 2 years to get it into publication. It should be out 
next month, but we have been told this before. 

My own suggestion would be almost the opposite. I think it would 
be helpful for an investigator to send a copy of his proposed manu- 
script to the pharmaceutical house. I have done this on many occa- 
sions when I wasn’t sure of some of the literature, and they are very 
nice about supplying you some of the bibliographic references, and so 
on. They are very good in picking up errors of fact or references you 
have overlooked. I have never seen an attempt to get you to change 
your conclusion or manner of statement, and so on. So that, rather 
than an evil, I think it would be in many cases quite useful, since no 
one can keep up with the tremendous flood of literature on all of the 
drugs, and a pharmaceutical house obviously is in the best position 
to know what publications are out in this field, and they can some- 
times save you from making a pretty bad error. 

Mr. Mraver. Dr. Kline, I was interested in your editorial and espe- 
cially in the phrase on the last page, “Leaking of information to the 
press. 

Do I gather you don’t think that is a very good thing to do? 

Dr. Kurvz. No; not particularly. This is one of the things that I 
think has also decreased. I feel that by and large an article either 
should be presented at a scientific meeting, or appear in a journal be- 
fore it is extolled to the skies. I think once it has been presented at a 
public scientific meeting, it is then fair game for anyone who wants 
it. 

What I would object to is bringing the press in before the drug has 
been announced, or before the scientific paper has been given, and 
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giving them the “lowdown” on the thing without the request that they 
hold this off until the paper itself is entered. I think it is legitimate 
to give it to them prior to the meeting, as long as their deadline is 
observed. 

In fact, it sometimes serves a very valuable purpose, and in one case, 
we requested a press conference in New York City because the drug 
we were introducing was potent and dangerous, if not used properly. 
The meeting itself where the paper was to be presented was not in one 
of the great urban centers. In all probability, if we had not had such 
a conference, someone from the local press might have shown up and 
the paper would not have been reported fully—that is, in respect to the 
cautions which have to be observed, and somebody reading it-—even 
a physician—might then attempt to give the drug without the proper 
awareness of the danger. In these circumstances the conference serves 
useful purposes. 

Mr. Meaper. In other words, this technique of making information 
available by leaking might more likely lead to a distorted picture than 
if it were done as you regard a proper way, after the proper steps 
were taken to insure that the entire picture be presented at one time? 

Dr. Kiine. Yes, I would say it would be highly desirable that the 
investigator whose work was being leaked to the press—let’s change 
it because in this case it wouldn’t be “leaking.” If they wanted to 
prepare the press that in 2 days or a week, this paper was being pre- 
sented, I think the investigator whose work is being quoted should 
be present. If I may, I'll read one paragraph, jumping ahead, on 
the subject of the science writers. The misconception that if you give 
a science writer a meal and a few drinks, he will give a favorable 
description of a paper or an article, dealing with one of their products 
is what I have in mind. 

This is so far from being correct that it verges on the ludicrous 
since if there exists a more skeptical group of pros, hard bitten and 
ungrateful I have never heard of them. Gruelling by a colleague is 
polite and diluted compared with the cross-examination of a doubting 
science writer and it is further the habit of these nefarious creatures 
to seek out one’s worst enemies to provide questions and criticisms 
which the enemies themselves would consider it unpolite to ask. On 
those occasions when the press bring to public attention in glowing 
terms a product that subsequently does not live up to its initial ex- 
pectations it is usually when a reputable investigator goes off the 
deep end taking others along with him or alternately when the re- 
porting is done by a writer inexperienced in the scientific field where 
his lack of adequate background and experience have Jed him into 
making foolish but honest mistakes, which is, Mr. Meader, why I think 
that the press conference does, on occasion, serve a very useful purpose. 
I have undergone some of these grillings by science writers, and they 
are merciless. They question your ancestry and your work and every- 
thing else. So that, again, the evidence in this article we referred to 
is that they have a very high professional pride in what they are 
doing, and they didn’t like being taken as they felt they were. 

In this case, instead of stewing about it and doing nothing, they 
took quite direct action, which was extremely effective. 

Mr. Praprncer. Actually, the incident occurred in February. When 
was the publication ? 

Dr. Arp. June 16, 1956. 
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Dr. Kure. Considering that it takes probably a month and a half 
to get the publication out, this was quick action. They knew what to 
do, which I am afraid some of my medical colleagues don’t know. 

So, in this case, I am pointing out that this can be done by an indi- 
vidual, which I think would be equally effective, and doesn’t require 
legislation or regulation. In the testimony, I have discussed why I 
don’t think it is practical to attempt regulation. But in order not to 
take up the time of the committee and since they have read the pre- 
pared statement, I have omitted that here. F 

Mr. Meaper. I was interested in this question of leaking, because 
sometimes committees of Congress are faced with that problem. 

Dr. Kurne. Really ? 

One or two other points on this score, and I'll wind up. 

One is that I have used as an illustration some of our own foolish- 
ness where we rushed into print very precipitantly on what we thought 
were dangerous side effects. Subsequently, we felt this was largely 
our own fault. The drug did have side effects. It has to be used with 
great caution in selected patients, but we had issued a more or less 
blanket condemnation, which later I felt the necessity of retracting, 
in the same journal in which the original article had appeared, point- 
ing out that the drug still was probably not as potent as some of the 
others, but we had rushed our conclusions. 

Then this point of fact, there are occasionally investigators who 
get carried away by what they are doing and write some very glowing 
reports. There are 1 or 2 of our colleagues, whom I am sure both Dr. 
Ayd and my self and other scientists—psychiatrists—know, who rou- 
tinely find results 2 or 3 times as good as anybody else does. We are 
fully aware who these people are. 

What is interesting is the frequency with which these people are 
not quoted by the pharmaceutical houses, because the implication 
would be if they quoted these people, the pharmaceutical houses would 
be in agreement that the results were such and such. Since this is not 
in conformity with the fact, it would again lead clinicians to question 
the value of the product. So that even the investigators who are in- 
temperate usually are shortly abandoned by the pharmaceutical houses 
when they find that the work is not substantiated, since they don’t 
want to be caught with their quotations down. They do not go out 
looking for people who will give laudatory reports. 

As I say again, it is strictly business. In the long run it is poor 
business to oversell your product, because when it doesn’t stand up, 
your reputation suffers. 

I won’t go into the details of it, but I think the matter of regu- 
lating both the articles themselves and the advertising is not the 
responsibility of the investigator and not the responsibility of the 
pharmaceutical house. As Dr. Joseph Garland has pointed out in 
an issue of the New England Journal of Medicine, which is a very 
estimable, highly regarded journal, in an editorial of December 5, 
1957, entitled, “Editorial Responsibility for Medical Advertisements” 
(see appendix, exhibit 6, p. 186), he makes what appears to be the very 
reasonable point that it is the editor of the medical journal who is 
responsible for accepting or rejecting advertising. This is also true 
of the articles. I think if the criteria for acceptance of articles and 
for promotional literature were as high in all journals as it is in most 
of them, at least that aspect of it would need no discussion. 
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There probably are a few journals who are operating marginally, 
and who probably even solicit advertising that will keep them going 
so that they can stay in existence. But even there— 

Mr. Puarrncer. These are not the journals published under the 
auspices of the medical societies, or are they ? 

Dr. Kurne. No; these are usually private publications. 

Mr. Prarrncer. Are the journals other than the so-called strictly 
professional journals widely circulated ? 

Dr. Kirvz. No; the circulation is relatively small. There is a 
prestige value connected with publication in certain journals. There 
are some journals however to which some of us won’t send articles. 
Having an article appear there has almost a negative value, the atti- 
tude being, “well, you couldn’t get it published anywhere else.” 

These are the marginally operating journals, of which there are a 
very few. I think Dr. Garland’s point is very good, that this is an 
editorially responsibility, rather than any other. 

Then, drawing to a close, I bring up the final point 

Mr. Buarntx. What page are you referring to there? 

Dr. Kring. Now I am on page 23, the last paragraph. The major 
charge leveled against the pharmaceutic: ul houses is that some of them 
in some of their promotional literature have been “extravagant” to 
put it mildly. 

I pointed out in an editorial the reasons for this. I still see no rea- 
son to think that I was not correct. The background making this 
situation possible is the extreme difficulty in evaluating improvement 
in psychiatric patients of all types. Unfortunately, there do not exist 
criteria equivalent to temperature, X-ray findings, or specific labora- 
tory tests which will indicate the degree and time of improvement. 

Therefore, in such a situation, judgment is dependent upon the 
subjective evaluation of the examining physician. At times, there 
is over-enthusiasm for agents which do affect behavior. I think some 
of us at times were overly enthusiastic, although others of us were 
cidcumspect from the very beginning. We indicated that we felt that 
these drugs had a definite effect, and that had tremendous implica- 
tions, but we didn’t feel they were a panacea. There were a few ex- 
travagant articles which indicated that we could now tear down the 
mental hospitals and go home, but these were unusual. 

Add to this the tremendous interest of the general public because 
of the frequency of mental disease, and the situation was ripe for 
what occurred. The sales and promotion divisions of some of the 
pharmaceutical houses, operating in a business frame of reference, 
came into conflict with the medical research divisions of the same 
company. The ethics and practices of the business world differ sig- 
nificantly in certain aspects from those of the medical profession, and 
it was at this juncture that some of us in the profession felt there were 
abuses of promotional advertising. 

Mr. Biatnrk. You say they were abuses? 

Dr. Kune. Yes, sir. 

Mr. Biatnik. Do any of those abuses still exist, to your knowledge ? 

Dr. Krine. It is a matter of definition. I think’that the promo- 
tional literature at the present time with psychopharmaceutical drugs 
is no better or no worse than it has been in the past with all kinds of 
drugs. 

Mr. Priaprncer. May I interrupt at this time? 
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Dr. Kune. Yes, sir. 

Mr. Piarrncer. In your editorial, some five pages in the American 
Medical Association Archives of Neurology and Psychiatry, you 
enumerated as some of the evils: suppression ‘of an article containing 
unfavorable reports, a canned article to which an investigator fixed 
his name, a tendency on the part of drug houses “to accentuate the 
positive and eliminate the negative”—that is your own language— 
you referred to the conflict of research and sales, premature unwar- 
ranted claims, overeagerness of the drug houses to exploit their prod- 
uct, a physician tendering his talents to the drug houses. And you 
have made reference to the quotation out of context. 

In June of 1957, your article appeared. 

Dr. Kune. That wasn’t when it was written, though. It was 
written probably 3 or 4 months earlier. 

Mr. Piapincer. There was a resurgence of feeling against this 
kind of thing. 

That feeling was expressed in the ter sven. the bulletin of the 
Academy of Medicine in a report by the Council on Public Health, 


in the Drug Trade News, which is the trade journal of the pharma- 
ceutical trade—— 


Dr. Kuine. Yes. 

Mr. Piapincer. In your article you stated— 
that all of the above incidents have occured within the past year. The ones I 
have itemized were deliberately selected because they—there have been different 


equally undesirable occurrences against which I and others have had to take 
a firm stand in protest. 





Dr. Kune. That is correct. 

Mr. Puiarrncer. I am wondering, following the chairman’s ques- 
tion about the situation as it exists today, because if 1 can anticipate 
what is in your statement on page 25, you say— 
in respect to regulation of advertising, it would appear that it is not a matter 


of “locking the barn door after the horse has escaped,” but of sending out a 
posse after the horse has returned of its own accord. 


This is in respect to the regulation of advertising, which is really, 
if not the primary concern “of the subcommittee, my principal if 
parochial interest in these hearings. This indicates to me, or rather, 
I get the impression from this paragraph (see above quotation) that 
everything i is all right. 

But I gather oa at that is not so from what you have just said. 

Dr. Kine No, I would say that the excesses which were indulged 
in, unquestion: ably, by some of the pharmaceutical houses have vir- 
tually disappeared. The one company which I make reference to, 
which was one of the worst offenders, as a result of the unfavorable re- 
action which their promotion provoked, completely reorganized their 
company. They literally threw out practically everyone who had any- 
thing to do with this promotional technique, including the physicians 
who went along with it. There may have been other reasons, but it 
was made fairly clear that this was a major reason, that they had 
brought upon themselves the animosity of virtually everyone by re- 
sorting to promotional devices which were misleading and cheap and 
flimflam. 

The medical profession reacted so negatively against this that they 
reorganized the company. 


25489—58—_—3 
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At the present time, I think the promotional literature is quite cir- 
cumspect. It may happen still occasionally that someone is quoted out 
of context, but I suspect at this point that it is by accident, rather than 
what one might consider design. I have a number of other documents 
showing the awareness of the ‘industry itself on this point. They have 


set up a number of medical ethics committees to attempt to promote 
some self-regulation. 

Mr. Piarincer. May | interrupt? 

Dr. Krine. Please, sir. 

Mr. Piaprncer. In that connection, our information is that in 
February 1955 a guide for guidance in ethical-drug promotion was 
formulated by the medical section of the American Drug Manu- 
facturers Association apparently embracing many of the evils which 
you have just talked about. (See appendix, exhibit 7, p. 191.) 

Dr. Kune. Yes, sir. 

Mr. Piaprncer. But notwithstanding those tenets, your article in 
1957 reflects incidents that took place since the promulgation of that 
document ? 

Dr. Kune. Yes, the industry itself, so I have been informed by a 
number of their people, are critical of the code perpetuated at that 
time, on the basis that it was without teeth, that it did not cover certain 
circumstances, and I know of and have seen an off-the-record draft of a 
new code which would appear to be much more effective. This is 
presently in preparation, so that the pharmaceutical industry itself 
was not satisfied that they had accomplished what they had intended 
to accomplish. 

Mr. Piapincer. Incidentally, this code was sent to us— 
as an authoritative opinion of the medical directors representing their member 
firms of the American Drug Manufacturers Association medical section. 

I am wondering, in view of your reference to the conflict—the tradi- 
tional conflict between research and sales—whether this has any 
significance ? 

Dr. Kure. It has great significance. Let me put it this way. 

If the promotion and advertising were regulated entirely by the 
medical directors, the drug companies would probably go out of 
business, in the sense that they lean over so far backward in not want- 
ing to be caught in a situation of this kind. There are times when 
they fail to recognize that they are working for a free-enterprise sys- 
tem where the firm has to make money. 

Then, again, if it were run by sales and promotion, it would be 
practically meaningless gibberish. So the problem is to find a way 
in between. 

The code which is presently in preparation is not from the medical 
directors, but from the top administration, which is an entirely dif- 
ferent matter, because these are the men who really have to arbitrate 
between sales and promotion and medical research divisions. 

The code with which they are coming up, as far as I can judge, and 
I am certainly not an expert in this area, would certainly seem to be 
an effective one. 

Mr. Piapincer. May I read some of these statements in the 1955 
code to you? 

Dr. Kurxr. Please, sir. 

Mr. PLaprncer (reading) : 
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We believe that— 

1. Any statement in promotional literature should be supportable by ac- 
ceptable scientific evidence. 

2. Quotations from the medical literature or from the personal communica- 
tions of investigators or the paraphrasing of such quotations should not change 
or distort the true meaning of the author. 

3. If it is necessary to include comparisons of drugs in promotional literature, 
such comparisons should be constructive and made on a sound professional basis. 

4. The release to the lay public of information relative to the clinical use of a 
new drug or to a new use for an established drug prior to adequate clinical ac- 
ceptance and public presentation to the medical profession of such a drug or use 
is considered not to be in the best interests of the American public or of the 
medical profession. 

5. The use of trade names of prescription drugs in lay advertising is considered 
not to be in the best interests of the American public. 

6. The appearance of physicians or of actors purporting to be physicians in 
television or radio advertising or in promotional literature intended for lay 
attention is considered not to be in the best interests of the American public. 


= 


7. The use of statements by a physician or of statements which purport to 
have been made by a physician in advertising intended for lay attention is con- 
sidered not to be in the best interests of the American public. 

8. Since the development of a new drug is recognized to be the result of the 
efforts of a scientific team rather than of any one individual, the use of in- 
dividual names in releases for lay attention should occur rarely. 

9. A trademark is private property and can be used legally in promotional 
literature only with the consent of the owner of the mark. 

10. The medical department or the medical consultants of a pharmaceutical 
firm should review all medical claims and assertions contained in promotional 
literature prior to their release. 

Dr. Kiinr. Let me reemphasize the point you made, that this was 
not adopted by the pharmaceutical directors but by the medical diree- 
tors. The overall code which is now being considered by the top ad- 
ministration contains most of the points you have made. 

Once top administration has agreed on it, then it becomes policy. 

This is a recommendation by the medical directors. Some of the 
points would, I suspect, be modified, and some of them strengthened. 

Mr. Piapincer. Which are those, Doctor? That is what concerns 
ine. This seems to at least conform to much of your criticism, and 
seems to be perfectly reasonable. I don’t know about the use of in- 
dividual names in releases for lay attention, but other than that, this 
seems to conform to the very criticisms you have made. 

Dr. Kuixr. Yes, my feeling would be that from what I have heard 
of the draft, and I am not at liberty to discuss it, is that it is not so 
inuch the contents but the matter of wording. As far as I can gather, 
they want to try to make it more effective by having some kind of 
teeth in it. 

Mr. PLaprncer. You mean that this was not tight enough and the 
proposed draft will be? 

Dr. Kuirne. That is my impression, from what I have seen of it. 
it is more a matter of timing, I think. 

Another thing which you probably know of is that the investiga- 
tion carried out jointly by the American Medical Association and 
the drug industry to obtain an analysis of physician's attitudes to 
promotional literature. They are attempting to work out with the 
American Medica] Association an effective means of mediating dif- 
ferences of opinion in this respect. Their sales are dependent on the 
good will of the physician, and obviously these are things at which 
the physician takes umbrage, and therefore, they are doing their best 
to rectify it. 
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Mr. Mraper. Mr. Chairman, could I ask 2 or 3 questions? 

Mr. Biarnrx. Mr. Meader. 

Mr. Mraper. Dr. Kline, I have completed reading through your 
statement. Am I correct in my understanding that these particular 
drugs that you have been talking about are ethical drt ugs, sold only 
on prescription, and that they are not proprietary drugs ? 

Dr. Kiinr. That is correct. 

Mr. Mraper. I noticed your statement on page 27 regarding the 
role of the Federal Trade Commission in the policing of promotional 
material sent by pharmaceutical houses to physicians. 

Dr. Kurnn. Yes, sir. 

Mr. Mraprr. I rather gather from your testimony and that state- 
ment that you don’t see any great evil in that particular field at the 
present time ? 

Dr. Kutne. You mean as of this moment ? 

Mr. Meaver. As of this moment, you don’t find that physicians are 
being misled by representations made by pharmaceutical houses in 
promotional literature sent only to physicians on these drugs. 

Dr. Kurve. No; I would throw in only one of the points I have made 
in my prepared statement: That is, that promotional literature of this 
type is not a complete stranger to the physician. He has had it with 
respect to antibiotics, cortisone, treatments for various rheumatic 
conditions. I am sure you as a Congressman receive petitions from 
interested parties who indicate that the fate of the world is dependent 
upon the passage of the Little Horse River Bridge project. 

Mr. Mraper. The chairman gets more of those than I do. 

Dr. Kune. The point is that you read these, and you take them in 
stride. 

Mr. Meaper. Let’s see if it would be true to say that the physicians 
are a class which is sophisticated in the field we are talking about in 
a far greater degree than the general public is on proprietary drugs, 
and that the drug houses know that 

Dr. Kurne. On ethical drugs. 

Mr. Meaper. On ethical drugs. An that the drug houses know it 
would be harder to fool a physician, so they exercise greater restraint 
than they do in trying to fool the general public. 

Second, the physici ian is less likely to be fooled if there were some 
misrepresentation. 

Dr. Kure. He has to earn a living, and if he gives a drug that 
doesn’t work he is going to lose his practice. 

Mr. Mrnsuatt. And his patient. 

Dr. Kurxe. And his patient. 

Mr. Meaper. Am I interpreting your statement at the bottom of 
page 27 correc tly when I inter pret you as saying you see no great 
value in the FTC exercising its powers with respect to information 
disseminated only among the medical profession ? 

Dr. Kurxz. Yes. As I have indicated, Congress in its great wis- 
dom, in order to protect everyone, has set wp not one but two means of 
controlling this. One is the Food and Drug Administration. 

The sec ond i is the Federal Trade Commission. I gather that, if you 
simply read the reports and don’t know anything else, these two 
agencies duplicate each other at least in certain areas. 

Mr. Meaper. Your view is that any policing of information dissemi- 

nated to the medical profession with respect to these ethical drugs 
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would be better done in the hands of the Food and Drug Administra- 
tion on the grounds that they have the medical staff and have conducted 
experiments on these things, so that they have greater information on 
it than would be possible in the Federal Trade Commission, unless the 
Federal Trade Commission duplicated all the medical staff that the 
Food and Drug Administration now has. 

Dr. Kurnr. I think it would be a great waste. The FTC would 
either have to duplicate the FDA medical staff, or get the informa- 
tion from the Food and Drug Administration. If they are getting 
the information from the Food and Drug Administration, why not 
transfer the nominal power? As I read the Food and Drug Adminis- 
tration Act and the Federal Trade Commission Act, it would seem 
to me that the Food and Drug Administration actually, by the word- 
ing, already has such powers. There seems to have been a demarcation 
however, such that they would stay out of the regulation of advertis- 
ing and promotion. I suspect they have on occasion in the past and in 
the absence of activity by the Federal] Trade Commission, exerted 
some salutary effect. 

I think they have been handicapped by being told that this is not 
their area, and therefore, they are reluctant to do it in a more rigorous 
manner, 

Mr. Mraprer. Maybe this isn’t a fair question to ask you, but are 
you aware that the Federal Trade Commission has attempted to ex- 
ercise its power under the so-called Wheeler-Lea amendment? 

Dr. Kuinn. In respect to ethical drugs ? 

Mr, Meaper. Yes, 

Dr..Kuinr. No, I was not aware that they had attempted to. 

Mr. Mraper. Do you mean you just don’t know or that you are 
sure they have not sought to exercise their power in this field ? 

Dr. Kure. No; this is what comes of not doing thorough research. 
I read the Wheeler-Lea amendment closely, but I didn’t know what all 
the historical precedents were. 

Mr. Meaper. If the Federal Trade Commission is acting now under 
its powers to prevent the dissemination of false representations to the 
medical profession on, these ethical drugs, if they are doing anything, 
you are not aware of it? 

Dr. Kune. No, I am not. 

Mr. Meaper. That doesn’t mean they aren’t doing it? 

Dr. Kune. That is right. 

Mr. Meaper. It just means that you don’t know about it. 

Dr. Kunz. I am still a medical researcher, and am probably out in 
waters where I don’t belong. But the one positive recommendation, 
as you have indicated, Mr. Meader, is that since the Food and Drug 
Administration already is exercising many of these functions, since it 
is very well respected both in the medical profession and by industry, 
and has a tradition in this field, if they were given what in my opinion 
they really need to do a good job, I think that this would be very 
readily accepted and they could do it. I am sure that they, as every- 
one else, at times have not performed at 100 percent efficiency. All of 
our research doesn’t turn out perfect, either. But their limitations, 
I think, are rather unfortunate. 

I discovered on checking, for instance, that the salaries available— 
the top salary which their medical administrator can pay to a member 
of his staff—I indicated in my prepared statement as $14,000. It is 
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actually less than that. There is only 1 man to whom he can pay 
a salary in the $13,000 range. The others are $1,000 or $2,000 bebo 
that. This is in comparison to other Government services, where sal- 
aries run up to $18,000 or $19,000. 

I have used as an illustration, whether I should have or not, a spe- 
cific individual, Dr. Ernest King, whom I happen to know slightly. 
He is, undoubtedly, a first-rate man who was doing a job very effec- 
tively and one which he enjoyed doing. He was offered a salary that 
was $3,000 or $4,000 more to go to another branch of the Government, 
with the right to transfer his civil-service benefits. He should have 
come to see a psychiatrist if he didn’t do this. 

Again, the number of drugs have increased tremendously, and, cer- 

tainly, the Food and Drug Administration staff has not increased in 
any way proportionately. I think the errors and slip-ups which may 
have occurred are, if anything, due in large part to the fact that they 
are trying to do an impossible job with the available staff. I think 
they almost do it, despite the fact that they don’t have adequate salary 
or adequate personnel. They are overworked and underpaid. 

I think that the things which probably have given this committee 
cause for concern could be rectified if the Food and Drug Adminis- 
tration had enough complement to do the job which they are set up 
to do. 

In making recommendations in the matter of regulating promotion, 
as I say—I am not a lawyer. In one sense, it would seem they already 
have, and if not, whether legislative action is required or what, I don’t 
know. It seems a great waste of my taxpayer’s money—and April 15 
is getting near—to duplicate this entire setup. I am not suggesting 
that this be done in other areas. The only area of which I can speak 
is the ethical drugs. 

This I know from the fact we have to submit reports to the Food 
and Drug Administration on some of the new drugs which we test, 
and they don’t let us get away with anything. If our reports are, in 
their estimation, inadequate, we get them back, and they want to know 
where the rest of the data are and why we said what we said. So, 
certainly, as an investigator, I have high respect for them. 

The industry, from what I have heard, and considering the fact 
that they act as a kind of a superego, is extremely well disposed. 
They are not out to shoot anybody. They feel that they do a pretty 
good job. 

Actually, the good houses are concerned about keeping it that way. 
They don’t want the industry maligned, and they don’t want unwar- 

ranted, unethical competition. In other countries, where there are no 
such setups, the situation is terribly confused. 

Take a country like Germany. There are something like 600 phar- 
maceutical houses, and nobody regulates anything. so everything gets 
onto the market. A company which has invested. $1 million in devel- 
oping a drug and demonstrating that it is good is no better off than 
one where their promotional director dreamed up data, since there is 
no one looking after it. So, I am certainly not against having regu- 
latory function. I think self-regulation also should cer tainly be en- 
couraged, and there is no question that the industry is beginning to 
do this, and that the medical profession is watching very closely to 
make sure that they do it correctly. 





pay 
ow 
sal- 


spe- 
tly. 
Tec- 
hat 
ent, 
ave 


cer- 
1 in 
nay 
hey 
‘ink 
lary 


ttee 
nis- 
b up 


ion, 
ady 
on’t 
115 
ting 
veak 


‘ood 
test, 
e, in 
now 

So, 


fact 
sed. 
etty 


way. 
war- 
e no 


har- 
gets 
»vel- 
than 
re is 
egu- 
. en- 
\£ to 
ly to 


FALSE AND MISLEADING ADVERTISING 35 


Secondly, the function of the FDA has become an accepted part of 
American medicine which the physicians, the pharmaceutical indus- 
try, and the public at large deservedly applaud. My one plea in this 
thing is that they be given the tools with which to do the job that is 
assigned to them. 

Mr. Piapincer. Dr. Kline, one question about your remark about 
sending out a posse after the horse has returned of its own accord— 
that is not to be construed as proposing that the Federal Government 
abdicate its regulation of promotional advertising; is that right ? 

Dr. Kune. No, sir, but it is a question of setting up an additional 
device to do this. 

Mr. Puiarrincer. It is in either one place or the other, and you are 
suggesting that it should be in the FDA ? 

Dr. Kune. That is right. I think the industry has been burned, 
and I think they are aware of what they did and that it was not well 
received. I am not thinking even of this part, the congressional in- 
vestigation, but, in fact, the equally compelling motive of economic 
reaction, which was very strongly against this. They have now 
realized this, so that I don’t think that extraordinary measures are 
needed. 

I think we should support the device which is presently available 
and which, until they got flooded with the tremendous number of new 
pharmaceuticals, was doing as — a job, as anyone does in govern- 
ment or industry or anywhere else. 

The situation, in one sense, is fortunate that we have so many more 
pharmaceuticals and are able to treat so many more conditions. I 
think that it is the kind of competition which gets the pharmaceutical 
house to put money into basic research and improvement of products. 
But in order to keep up with this, the Food and Drug Administration 
has to be provided with the necessary tools. 

Mr. Puiapincer. I don’t mean to gnaw at some of your conclusions, 
but you mentioned once before the effects on the business of a concern 
if it did make extravagant claims or incorrect claims. You are, cer- 
tainly, familiar with at least the best sellers that advertised no “known 
contraindications.” 

Dr. Kune. Did you notice what happened to that advertisement ? 

Mr. PLarincer. What happened to their business? 

Dr. Kure. Well, there was a strong reaction against this. If you 
will notice, this appeared only once. In other words, it was sent out 
as promotional literature, and there was strong reaction against it, 
both on the part of the general public—the general medical public— 
and although I have no certain knowledge, I suspect that the FDA 
may have had a finger somewhere in putting this to an end. 

Mr. Priartnorr. I understand they did. 

Dr. Kurne. That ad was published once, and then withdrawn, so 
that I don’t think it materially affected the sale of the drug one way 
or the other. ‘The fact that they sold $50 million worth of the drug 
last year I don’t think is directly attributable to their promotional 
literature. If you have read the testimony, I make the point that 
there is 1 drug on which I don’t think more than $2,000 or $3,000 
has been spent for promotion, and yet there is a wide sale of it because 
there is recognition that it isa good drug. 

There are other drugs which, despite the tremendous sums put into 
promotion, have simply dropped off the market because the physician 
has got to earn a living and he is not treating the patient with promo- 








36 FALSE AND MISLEADING ADVERTISING 


tional literature. He is treating him withadrug. Ifthe drug doesn’t 
work, the promotional literature goes into the wastebasket, and the 
next time the company comes out with another “worldbeater,” he is 
not even likely to try it, because he was fooled once before. 

Mr. Piarrncer. Doctor, the subcommittee had hearings on weight- 
reducing preparations, and the effect of enforcement activities of Fed- 
eral agencies in respect to false and misleading advertising. Are you 
familiar with that transcript? 

Dr. Kurve. As recounted in the New York Times, which is the way 
I keep up with what goes on. 

Mr. Piarincer. You haven’t read the transcript? 

Dr. Kure. No; I have not, sir. Did this deal with ethical drugs, 
as well? 

Mr. Piarincer. No; this dealt with over-the-counter sales. 

Dr. Kurne. The over-the-counter sales I have strong opinions on, 
but no certain knowledge, so this is one case where I choose to keep 
my opinions to myself. 

Mr. Piarrncer. You have made some reference to the job that the 
FTC was doing in this field. 

Dr. Kurne. Yes, as far as I know, I would certainly, as a citizen, and 
not as an expert, strong approbation to an attempt to control false 
and misleading claims sent to an audience which is not capable, or, 
as you put it, not sophisticated enough to evaluate them. But this is 
not as an expert witness, only as a plain ordinary John Doe. 

Mr. Puarrncer. Thank you. 

Mr. Brarnrx. Dr. Kline, do you have any further summary con- 
cluding statements? I think you have covered them pretty well. 
Your text will appear in full. You covered quite well in summary 
the concluding pages of your testimony. 

Dr. Kure. “Simply that I appreciate the opportunity of expressing 
my views, which are fairly definite, and I hope they will be of some 
help in formulating your own opinions and action. 

Mr. Buarnrx. One last question. 

You referred, and I agree with your suggestion and recommenda- 
tion, that we not name drugs as specific firms. For our files, could 
the committee have information available on firms and the specific type 
of advertising with which you are familiar? 

Dr. Kune. Well, if you will read the editorial carefully, these were 
things which were reported to me, and I deliberately omitted refer- 
ence in there to anything on which I would be preparing to go to a 
court of law and say this is what happened. ‘This was apparently 
reliable hearsay evidence, but it is still hearsay. In the editorial I 
made no reference to things which happened to me personally to which 
T took exception. 

As to the business of the science writers, although I have been 
told which company it is and all the evidence indicates it, 1 suspect 
your more reliable source would be the science writers themselves. 
So I would prefer to leave it as a general statement, if it is agreeable 
with you, sir. 

Mr. Buarntx. Doctor, we thank you for your well-prepared, infor- 
mative, and helpful statement. It is obvious the special effort you 
made to prepare this testimony for the committee, and we appreciate 
your being here personally. 

We thank you. 
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(The complete statement of Dr. Kline follows:) 


STATEMENT OF NATHAN 8. KLINE, Director of RESEARCH, ROCKLAND STATE Hos- 
PITAL, NEW YORK DEPARTMENT OF MENTAL HYGIENE 


Before beginning my formal paper may I have permission to submit as exhibit 
A a curriculum vitae which will provide information as to my qualifications to 
testify before this committee. 

1, Among the other useful results of the present hearings not the least will 
be to bring again to public attention the enormity of the problem of mental 
illness, the toll it takes in human and in economic terms—and what is being 
done about it. There exist little question that mental disease constitutes the 
Nation’s No. 1 public-health problem regardless of how one chooses to define 
public health. In terms of patient population, of the total hospital beds in the 
United States, half (i. e., 750,000) are for psychiatric patients. Other hundreds 
of thousands of patients are treated on an ambulatory basis and probably an 
even greater number are in need of treatment but facilities are lacking to care 
for them. On the basis of recent figures it has been estimated that at the present 
rate of hospitalization one of every 10 persons in the United States will spend 
part of his life as a patient in a mental hospital. Repeated surveys over the past 
few decades have shown that of patients coming to the general practitioner 
approximately one-third have entirely psychological illnesses and another one- 
third, whatever their physical disability, have emotional and mental complica- 
tions which seriously interfere with their recovery. Rather than belabor you 
with a specific breakdown I would like to submit as exhibit B a data sheet pre- 
pared by the National Committee Against Mental Illness showing that the eco- 
nomic loss to the country amounts yearly to over $4 billion. Reducing this to 
a figure which is meaningful to the average individual is a difficult task but as 
a citizen who pays taxes in the State of New York it is of personal interest to 
me that roughly one-third of the operating budget of the State goes to the 
Department of Mental Hygiene and I am sure that the figures for other States 
whether funds are obtained by direct or indirect taxation are not too different. 

The cost in human suffering is almost beyond imagination. Mental illness is 
not a disease which merely effects one member of the family: if the patient is 
hospitalized the emotional drain on the family who carry this stigma plus the 
time and effort devoted to visiting and worrying about such a patient may go on 
not for weeks or months but for years and decades. If the patient is cared for 
privately the strain on the family in respect to adjusting to living with such an 
individual plus the economic sacrifices required to provide anything like ade- 
quate psychiatric care often leave families in financial and emotional bankruptcy. 
Under our present system these illnesses are not compensable so that no relief 
is provided by the ordinary protection against medical disasters. 

The diseases which maim and destroy people in the declining years of their 
life are sad enough but frequently mental illness strikes in adolescence or young 
adult life and patients who have been hospitalized 50 or even 75 years are not 
uncommon, If they are married and with children the husband or wife face a 
difficult future since while the patient still lives one must always hope that some- 
thing can be done, whereas in illnesses that terminate fatally one must attempt 
to be reconciled to the inevitable. It is therefore small wonder that any new 
treatment which offers hope for those who have failed to respond to other meth- 
ods would be a subject of the greatest public as well as medical interest. Based on 
available figures it would not be unreasonable to estimate that well over half 
of the families in the United States had at least one member in a mental hos- 
pital or under psychiatric care so that news about advances or dangers of treat- 
ment command a tremendous audience with intense personal interest. Until 
5 years ago a great majority of mental diseases could not effectively be treated 
either because no adequate treatment existed or because the available techniques 
were so time-consuming and expensive that only a handful of the hundreds of 
thousands of patients could even be tried. 

2. In the treatment of infectious diseases the antibiotics clearly marked the 
beginning of a new era just as the introduction of aseptic techniques sharply de- 
marcate the beginning of modern surgery. There were important developments 
in the treatment of infectious diseases and in surgery prior to these turning points 
but the importance of antibiotics and asepsis was so great that they revolutionized 
all subsequent therapy. The development and successful application of the 
psychopharmaceuticals was a thermonuclearlike explosion which marked the end 
of one era and the beginning of another: and which may, in point of fact, be of 
markedly greater import in the history of mankind than the atom bomb since 
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if these drugs provide the long awaited key which will unlock the mysteries of 
the relationship of man’s chemical constitution to his psychological behavior and 
provide effective means of correcting pathological needs there may no longer be 
any necessity for turning thermonuclear energy to destructive purposes. It is 
too soon to know whether we are really across the threshold but let me present 
the evidence for those who hold, as do I, that a major event has occurred in the 
psychiatric field. 

In the 185-year history of the public mental hospitals in the United States at 
the end of each year there were more patients in the hospitals than there had 
been at the end of the previous year. In 1956, which was the first year that 
the drugs were used on a large scale, a simple statement of the facts is the most 
dramatic way of indicating what happened. The anticipated increase in the 
mental hospital population of the country was such that at the end of the year 
there would be between 10,000 and 12,000 patients more in mental hospitals than 
there had been at the beginning of the year. Instead of this expected increase 
there was a decrease of over 7,000 patients. In other words, the difference be- 
tween the expected population and the actual population was almost 20,000 
patients. This was not an isolated phenomenon due to an abrupt change in one 
or two States since in point of fact 48 of the 48 States had less patients than had 
been anticinated. In New York State where the anticipated increase had been 
between 2,000 and 2,500 patients there was an actual loss from the hospital roles 
of some 500 patients—a difference of roughly 3,000. It is impossible to prove that 
the drugs and the drugs alone were the cause of this unique reversal and undoubt- 
edly the enthusiasm of hospital staffs who found for the first time they had means 
of treating patients on a large scale—successfully—may have entered into the 
picture but the burden of proof lies with those who say that the drugs had little 
or no effect in bringing about this remarkable change. The customary cry of 
the cynics is that the patients were “pushed out” of the hospitals but this argu- 
ment is given the lie by the fact that in New York State where discharge in- 
creased by 23 percent in the fiscal year 1955-56, the increased rate was main- 
tained during the fiscal year 1956-57. One might “push out” of a hospital a 
patient who is not ready for discharge but within a few months the community 
would have forced his return if the improvement existed only in the minds of 
the hospital staff. The fact that these patients have remained out now for 1 to 
2 years is strong indication that some real change has been wrought. An- 
other bit of contributory evidence is the fact that, again in New York State 
where I know the figures best, the rate of return of patients who are kept on 
maintenance doses of the pharmaceuticals is roughly half that of patients not 
on medications. I am well aware that each of these figures may be subjected 
to statistical criticism on the grounds that this or that factor was not taken 
fully into account. On the other hand, the evidence is so one-sided and over- 
whelming that even though one were to make allowance for each of the possi- 
bilities in some reasonable proportion the weight of cases is So large that only 
the most unlikely of accidents could invalidate them. To press for a “congres- 
sional analogy” it would be like arguing with three-quarters of the precincts 
reporting with a majority for one candidate so large that 90 percent of the 
remaining votes would have to go opposite to the first three-quarters in order 
for the second candidate to win; to offer all sorts of “plausible” explanations of 
why the first three-quarters of the precincts reported the way they did with 
the presentation of “logical” reasons why the remaining one-quarter would vote 
90 percent in the opposite direction. As a theoretical consideration no one 
could say that it was beyond the realm of possibility but it reaches a point 
where one becomes impatient with such cavilling; with the attitude—let’s wait 
for 20 years before we make a judgment. Reality demands that we accept the 
fact that the mass of evidence indicates that the drugs are useful and if one 
wishes to retain reservations that in the long run things may turn out differently 
than seems to be indicated no one could quarrel since at least one has acted in 
good faith on the evidence at hand. 

Another source of considerable confusicn both to psychiatrists and the lay 
public alike is the claim that while the drugs may reduce symptoms that they 
do not “cure” the patient. In answer to this there are two important points to 
make: 

1. That with one or two very rare exceptions we know so little about the causes 
of mental disease that it is completely impossible to talk meaningfully about 
“cures.” The need is for more extensive and intensive research and this point 
has been recognized fully only in recent years. The magnificent support of the 
United States Congress has contributed materially to investigations in this area. 
At the present time the commonsense definition of what is meant by “cure,” 1. e., 
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the relief of symptoms which prevent the individual from useful social function 
and from enjoyment of life are far more sensible than criteria based on unproven 
theoretical consideration or the use of unvaliaated psychological, physiological, 
or biochemical tests. With your permission I would like to submit as Exhibit 
C a paper I published last year entitled, “Criteria for Psychiatric Improvement” 
which reviews this problem in more detail. 

2. In an extremely significant but, I am afraid, overlooked article also pub- 
lished last year, Gruenberg underlines the point that in considering the results 
of pharmacotherapy one must consider not only complete and final relief of all 
signs and symptoms of the disease but recognize, as is the case in all other fields 
of medicine, that reduction of disability is of at least equal importance and 
that the evidence is overwhelming that here too the psychopharmaceuticals have 
a major contribution to make. 

The fact that thousanus upon thousands of patients are now released from 
mental hospitals and tens of thousands more have been spared this experience 
is much more significant than the fact that in a percentage of these patients 
there are still some residual disabilities of the illness: suffice it to say that 
many former patients have been able to return to a productive social existence 
and are receiving a satisfactory amount of enjoyment out of the experience 
of living. 

Even for those patients who must remain institutionalized because our ignor- 
ance is still such that we have not devised adequate treatments, a new world 
has also been created. No longer is the mental hospital racked with wild 
and meaningless shouting nor do we see any longer the so-called disturbed wards 
of only a short 5 years ago. As a result of the pharmaceuticals a problem has 
actually been created since so many patients are now amenable to psycho- 
therapy, occupational therapy, recreational therapy, and other types that the 
facilities and the personnel for providing these do not exist. It was never 
anticipated that so large a share of the hospital population would be capable 
of this type of treatment. Although reduction in mental hospital population 
has been noted throughout the world wherever these pharmaceuticals were 
used (and in a few places, like Denmark, there are actually vacancies in 
some of the mental hospitals for the first time in their history) this does not 
mean the immediate abolition of the mental hospital as we presently know 
it. Because of the unfortunate overcrowding it will be a considerable period 
before the hospitals will ever return to the population for which they were 
originally built and new and better treatments will have to be devised before 
the chronic population can be very sizably lessened. The greatest eventual hope 
is in the adequate treatment of acute patients in order to prevent institutionaliza- 
tion. At the present time a number of us in cooperation with some of the 
pharmaceutical houses are planning a project which will help determine if this 
is a feasible and economic way of handling the problems of mental illness, i. e., 
will the use of adequate pharmaceuticals and good outpatient facilities make 
it unnecessary to construct large-scale mental hospitals. Such a setup would 
utilize not only the drugs but psychotherapy and other available techniques since 
despite the opinion of a few extremists there exists no conflict between psycho- 
dynamic and pharmacodynamic treatment. In point of fact they admirably 
supplement one another. 

A brief mention should also be made of the side effects since these, too, at 
times are apt to lead to confusion if not properly understood. Any pharma- 
ceutical which possesses potency invariably has side effects. This is merely 
another way of stating that a pharmaceutical acts at multiple sites and usually 
is more than one way. Ideally a drug would do only what was therapeutically 
necessary and no more: but few, if any, compounds of this type exist any- 
where in nature or the laboratory. Let me select as a well known example 
aspirin which has at least two major actions, (1) reduction of pain, (2) re 
duction of temperature. If the use of the drug is primarily for the relief of 
pain then the reduction in temperature would be a side effect and, vice versa, 
if the drug is given for reduction of temperature then reduction of pain sensi- 
tivity would be a side effect. Sometimes misunderstanding of this has led to 
unfortunate publicity. Let us imagine that aspirin was used for a year or 
so for its pain-reducing properties and only then was it noted that it also re- 
duced body temperature. This might immediately lead to a hue and cry that 
the drug was potentially dangerous since the normal body temperature was 
98.6°F. and the use of aspirin reduced this so that the individual no longer 
functioned in a normal manner which, since it was below what nature intended, 
might lead to all sorts of dangerous reactions. Similarly. if the drug were used 
primarily to reduce temperature and it was subsequently discovered that it also 
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lessened pain sensitivity, a similar alarm might be sent out that since the in- 
dividual did not respond to pain in a normal manner he might be subjected to 
all kinds of accidents and therefore the drug should not be used. 

In the case of the psychopharmaceuticals there are similarly side effects but 
the vast majority of these, although they may be annoying, are not dangerous 
and to the best of my knowledge (except as noted below) are fully reversible 
when the medication is discontinued, reduced, or supplementary drugs given to 
correct the side effects. There are rare side reactions which occasionally are 
dangerous (as there are with aspirin or any other drug) but if the physician is 
fully aware of these and on the lookout for their occurrence medication can 
almost always be reduced or discontinued in time to prevent fatalities. Obvi- 
ously, medical judgment consists in weighing the advantages to be obtained 
against the annoyance or danger of the side reactions. This is the so-called 
calculated risk. It should be stressed that this exists with almost any medical 
procedure and is by no means limited to drug usage. If a patient has signs and 
Symptoms of an acute appendicitis the surgeon has to make up his mind as 
to the probability of his diagnosis being correct and the danger of not operating 
against the dangers which may result from giving the patient anesthesia for 
the operation, the possibility of a blood clot postoperatively, the risk of something 
happening during surgery itself and the inconvenience, the psychological effect, 
and the expense of a week or so of hospitalization plus the convalescent period. 
There may also be long-term effects of the operation with development of post- 
operative adhesions which may not become evident until 1, 2 or 5 years later. 
There have been those who decried the use of the drugs since we do not know 
what their long-term effect may be. They have not been in use long enough for 
anyone to demonstrate that after 20 or 30 years there may not be some resultant 
ehange but on the other hand, and of even more importance, is the fact that 
no one has demonstrated that they do have any harmful effect on prolonged 
usage or ou shorter uSage after a lapse of many years. I have been told that 
when insulin was first discovered a Dr. Palmer in Boston raised the same ques- 
tion and at his own time and expense went from one medical society to another 
arguing against the use of insulin since no one knew what effect it would have at 
the end of 20 years. His unproven apprehensions, thank goodness, did not pre- 
vent general usage of the drug and thereby the lives of tens of thousands of 
diabetics were saved. Medical judgment almost always tends to be conserva- 
tive but not reactionary and the widespread use of the drugs indicates that in 
the considered judgment of most physicians the advantages in the treatment of 
the patient far outweigh the possibility that there may (or may not) be some 
long-term effect which has not been discovered. 

Another very commonly misunderstood item on this score is addiction to a 
drug. In popular speech this is used to cover three separate and quite different 
reactions. The first of these is habit formation to which we are all subject 
in varying degrees and to all sorts of things. With many of us it is a habit to 
have orange juice for breakfast and somehow the day does not seem quite right 
if we do not start it off in this manner. Somehow this orange juice seems to be 
the approriate thing to drink since it is cool and refreshing and cleans the residual 
taste of the tooth paste out of our mouth. In a like manner certain individuals 
will take a sleeping medication or one of the psychopharmaceutical preparations 
since they have fallen into the habit. Distinct from this is dependence which also 
applies to many other areas than drugs. There are a large number of individuals 
who are dependent upon a cup of coffee with which to start their day and who 
actually are uncivilized until this has been done. If for one or another reason 
they do not get their coffee they are acutely uncomfortable, have a strong yearn- 
ing and preoccupation on the subject, and will exert themselves considerably in 
order to get that essential morning cup of coffee. If for any reason this is un- 
available they are irritable and unhappy. ‘This is true also of certain of the 
psychopharmaceuticals upon which individuals have developed such a de- 
pendence. Finally there is true addiction which by medical definition means that 
if the individual does not receive his accustomed medication there are definite 
physiological and biochemical reactions causing the person acute physical and 
psychological distress and even at times endangering his life. In this class would 
belong such drugs as morphine, codeine, and the barbiturates when used in large 
doses. It is for this reason that this group of drugs are so closely regulated. 
Sometimes the term “addiction” is used in its lay meaning by physicians in the 
same manner that cancer is used to refer to whole groups of malignancies 
although actually cancer is only one very specific type of neoplasm. Actually 
one of the major advantages of the psychopharmaceuticals is, that to my knowl. 
edge, there has not been reported a single case of addiction although habit forma- 
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tion and dependence are as common as might be expected. The fact that the sale 
of barbiturates has dropped well over 50 percent since the introduction of these 
drugs constitutes a great advance since these individuals are not tempted to 
barbiturate addiction as they might have been in the past. In addition, there 
appear to be at least a significant number of individuals who were addicted to 
alcohol (that is, had habit formation, dependence, etc.) and who are now able 
to get along with these newer drugs. In summary then, in contrast to prepara- 
tions such as morphine and the barbiturates when used in large doses, this newer 
group of pharmaceuticals possess the distinct advantage that there is no evidence 
that they are addicting in the true meaning of the word. 

8. Before passing on to criticisms it should be definitely pointed out what the 
contributions of the pharmaceutical industry to psychiatry have been. Firstly, 
without the pharmaceuticals invented and prepared by the drug houses it would 
have been impossible to achieve the promising results described in the previous 
paragraphs. These pharmaceuticals were not achieved by accident. As an in- 
stance, the development of reserpine by Ciba Pharmaceuticals from the crude 
root of Rauwolfia serpentina at one time occupied 80 percent of the research 
capacity of that drug house and involved the expenditure of something over $1 
million on the chance that the active ingredient could be isolated and made com- 
mercially feasible. It is one of the anomalies of our society that if a firm is 
successful in producing a product on which it can make money (which is in 
part used for the development of more such products) that these researchers are 
not regarded as being as scientifically pure as work done in universities or other 
institutions. What is most peculiar about this is that we speak constantly of 
the advantages of a capitalistic free-enterprise system and when we have over- 
whelming evidence of its successful functioning we tend to disdain advances 
produced in this manner. The fact that commercial enterprises are able to pro- 
duce the high quality research results that they do should be a matter of great 
pride and recognition. The millions of dollars which are invested by drug manu- 
facturing houses in an effort to find newer and more useful products is one of the 
most important factors which has made it possible for American science to hold 
such a prominent position in this field. 

Secondly, once pharmaceuticals are produced there arises the problem of 
evaluating them and here again the industry has made a great contribution to 
psychiatry. At the time we started our own work in Rauwolfia it was almost 
unheard of for a pharmaceutical house to give any grant support to a State 
hospital, the line of reasoning running that the institutions were supported by 
the State, that there was no or almost negative prestige value in making a eon- 
tribution to research in such backward institutions, and third that the probability 
of a marketable product coming out of such an exploration was virtually nil. 
In spite of this Squibb, through its medical director and research grant committee, 
was willing to venture a small grant to assist our own basic research and to 
possibly explore whether Rauwolfia root had any effect on psychiatric patients. 
That the experiment proved interesting and valuable is self-evident. Since that 
time support in various forms has been given by pharmaceutical house after 
pharmaceutical house to the various State, county, and similar mental hospitals 
of the country which has acted as a great stimulus to not only drug evaluation 
but also to the treatment and general care of patients. As I pointed out in an 
article last year: “The provision of grants-in-aid ‘with no strings attached’ has 
provided an amazing transfusion of vitality into many a struggling clinical or 
laboratory research group in some clinic or State hospital. Financial watering of 
this apparently arid region has resulted in the appearance of oases which help 
to nourish the whole surrounding psychiatric neighborhood. The university 
departments of psychiatry and neurology have similarly benefited and, in turn, 
contributed to the greatly expedited attack on the problem. Nor has the research 
supported by the pharmaceutical houses been limited to clinical testing in the 
area of biochemistry. Physiological, psychological, and even psychoanalytie 
projects have been supported. More than one company has adopted the philoso- 
phy ‘What is good for the field of mental health is ultimately good for us,’ ” 

Thirdly, contrary to the opinion of some, pharmaceutical houses do not limit 
themselves purely to that which is commercially exploitable. Their interest 
and development of basic research is quite genuine and if ocensionally some 
“applied” research results this is certainly not to be condemned. Our own re- 
cent recognition of iproniazid as a forerunner of a new class of drugs for the 
treatment of depression developed, not from the pharmaceutical company which 
inanufactures the product, but from one of their competitors. While visiting 
the laboratories of Warner-Chilcott I chanced to see an experiment in basie 
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research attempting to determine the mode of action of reserpine. To demon- 
strate whether a certain theoretical point was or was not true the animals had 
been treated with iproniazid prior to being given reserpine and it was the chance 
observation of the extremely acute alert state of these creatures that suggested 
the use of iproniazid (made by another company, as indicated) for treatment 
purposes. This is really a rather trivial example of what is being done in 
the area of basic research by the pharmaceutical houses. Many of these com- 
panies literally employ hundreds of full-time researchers whose concern with 
basic problems of the field is as devoted as that of any university professor and 
whose productivity, not infrequently, is as great. As in other scientific fields 
interest on the part of one group of workers rouses corresponding interest on 
the part of others so that the whole area of the possible influencing of human be- 
havior and the relationship of biochemical to psychological and sociological fac- 
tors has become of increasing importance in the past few years as the result 
of the stimulation initiated by the pharmaceutical industry. 

Fourth, not only has the industry provided the stimulation but it has also 
made available many of the personnel. Having been a psychiatric researcher 
for a dezen years it is not easy to forget a short 4 or 5 years ago when obtain- 
ing funds for research into mental and emotional diseases was difficult in the 
extreme. The general interest, as just mentioned, has made available support 
from any other sources that would have regarded such an “investment” as 
foolhardy and ill advised since there was such small probability of anything 
useful being produced. Following this there was an abrupt sh‘ft insofar as the 
few psychiatric research personnel available were quickly snapped up and we 
found ourselves for the first time with some available funds but little in the 
way of trained personnel. After all, what se'f-respecting biochemist of a decade 
ago would have thought of working in a mental hospital or on problems of 
mental disease? It was again to a large extent the pharmaceutical industry 
which carried a good deal of the burden of this basic research until the hospitals 
and medical schools and similar institutions were able to obtain and train their 
¢wn workers; a condition which is just beginning to be realized to any extent. 

Fifth, the pharmaceutical houses have also become involved in a multitude of 
activities supporting psychiatry which have nothing directly to do with the 
drugs themse!ves. One firm has recently raised its post-graduate fellowship 
program in psychiatry (administered by the American Psychiatric Association) 
from $90,000 to $100,090. Other concerns have underwritten the publication of 
regional research conferences which have little or nothing to do with pharma- 
ceuticals. Still more recently a group of pharmaceutical houses have banded 
together to help set up an adequate psychiatric out-patient service for the gov- 
ernment of a neighboring country. There is no foreseeable way in which they 
will receive any direct financial return for this venture and yet in the interest 
of promoting health (whether mental or physical) they have undertaken this 
as a responsibility. It would be impossible to cataleg all the numerous activi- 
ties of this sort in which, during the past 5 years, this or that pharmaceutical 
house has lent support to this or that psychiatric activity or investigation whch 
in a great many of the cases bore no relationship to use, investigation, or testing 
of pharmaceutical products. 

Whatever critical remarks have to be made it should under no circumstances 
be forgotten that were it not for the tremendous positive contribution to the 
Nation’s emotional health and the revolution in the care of mentally disturbed 
individuals as a result of new drug treatments we would not be here to determine 
whether some small aspect of the problem could be handled somewhat differently 
than it is. 

4. I would like to preface the critical remarks about the psychophramaceuticals 
by a general statement which I very strongly believe should apply to myself and 
to all subsequent witnesses. Namely, that it would be not only inadvisable but 
highly improper and very much against the general welfare to name any 
specific drug as such. There are hundreds of thousands of patients in the 
country on each of these pharmaceuticals and any statement that the side effects 
of such and such a drug are dangerous or that a certain other preparation is 
“ineffective” unless backed by substantial and definitive proof may lead to dis- 
continuance of treatment by the patient against the best available medical advice. 
There is no evidence so conclusive that such statements can be made without 
quilification and until such is the case these are matters for scientific investi- 
gation: not public debate. Any witness who takes upon himself the responsi- 
bility of indicating that a particular drug is unsuitable for use should be fully 
aware that he is throwing into question the knowledge and judgment of the pre- 
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scribing physician and should be prepared to accept the ethical consequences. 
If he has such doubts and opinions along with appropriate evidence there exist 
many proper means of proceeding through medical journals, societies, etc. To 
name specific drugs or drug houses is all the more immoral since it is not neces- 
sary to accomplish the purposes for which these hearings are being held and 
involves as a possible consequence the termination of treatment of a drug which 
may be functioning effectively. Therefore I would like to urge against such 
derogatory public reference since it serves no useful purpose, is medically 
dangerous and socially destructive. Like everyone else I have personal opinions 
as to the relative merits of various preparations but until much more definitive 
evidence is available I believe that no categorical statement should be made 
before a committee so much in the public eye as is this group. As an illustration 
of how cautious one should be it is sufficient to point out that when we first 
introduced reserpine for psychiatric treatment it was declared dangerous and 
said to be ineffectual by many who had not even used it. Even today, having just 
finished writing a review of the 1957 literature, it is evident that some investi- 
gators and clinicians using this same drug in inadequate doses or for inadequate 
periods of time have found results to be unsatisfactory. This may be true in 
respect to any of the pharmaceuticals and therefore the witness who presumes 
to such complete knowledge that he is prepared to demonstrate that other in- 
vestigators or clinicians who have found it useful are completely in the wrong 
is assuming a tremendous responsibility which may do great harm and will not 
further the purposes of these hearings. 

5. Let me take up in order the various points of criticism and itemize means 
by which they are already being handled or could be dealt with. 

A. That investigators are quoted “out of context.” It has been the practice 
of many pharmaceutical houses, when time permitted, to send to the inuividual 
investigator or clinician a letter requesting permission to quote him on a par- 
ticular point. This prattice has become increasingly more prevalent and it is 
now only when limitations of time make it necessary that permission is not so 
obtained. This does not gainsay the fact that in the past investigators have 
been so quoted out of context but there already exists a mechanism whereby this 
could be very readily handled. In an excellent paper Mr. George Chapman of 
a prominent New York law firm has summarized the situation making it clearly 
evident that an investigator or clinician, even though he is quoted from a pub- 
lished text, if he feels that this has been done in a manner injurious to his repu- 
tation or presented in such a way as to make him appear ridiculous can have 
recourse to the law courts under the law of copyright and the doctrine of right 
to privacy. I would like to submit Mr. Chapman’s paper as exhibit D since 
it cites legal precedents. I have reviewed and considered at great length various 
alternative proposals such as making it mandatory for the individual being 
quoted to clear the “copy” in all cases prior to publication. None of these 
appear to be practical and would consume a tremendous amount of time and 
leave the investigator and clinician involving himself with matters which are 
not germane to his work. Clearly though, if legal recourse is available and this 
is broueht home by a court action there would be very little chence of the same 
error being repeated. Actually such a drastic measure would probably be unnec- 
essary. My suggestion would be that in those cases where the investigator feels 
that he has been quoted out of context or in such a way as to misrepresent his 
real views, that he write to the pharmaceutical house involved requesting that 
a retraction or an amended statement be printed by them in the same mediums in 
which the original claim was made. If for any reason the pharmaceutical house 
were unwilling to do this a letter to the Journal of the American Medical Asso- 
ciation or the American Journal of Psychiatry detailing the correspondence 
would certain produce an effect that would forestall another error. If all of 
these measures were to prove unavailing recourse to the law courts would still 
be possible. It is true that most physicians would resent spending time in this 
way but in view of the clear position of the law on this point plus tho fact that 
damages collected for libel of this type are tax exempt, it might be financially 
worthwhile in addition to satisfying the social conscience of the individual in- 
volved. Although I am unaware whether this has ever reached a point of issue 
I would feel that the legal council of the American Medical Association would 
be made available to a physician who felt he had been injured in the manner 
describe, 

B. There exists a general belief among those not better informed that phar- 
maceutical houses are constantly pressuring an investigator to provide positive 
results. During the past 3 or 4 years we have had dealings with more than a 
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dozen pharmaceutical houses and have not found this to be true. When a drug 
is in the investigational stage prior to marketing there is literally no one more 
anxious to find out what the limitations in respect to both action and undesir- 
able side effects may be than the pharmaceutcial house producing the prepara- 
tion. This would be true for economic reasons if for no other since if a drug 
is not as potent as some other available preparation it will not stand up to 
competition on the market and if there are undesirable side effects it would 
entail not only the loss of the firm’s reputation in respect to the particular drug 
in question if these are not brought to prior attention but would tend to throw 
question on their other products as well. Instances of this sort are undoubtedly 
well known to this committee, to the medical profession and to the pharmaceu- 
tical industry at large. Despite substantial grants-in-aid to support investiga- 
tions the pharmaceutical house is grateful to know as soon as possible that a 
drug is not suitable for marketing since this saves many hundreds of thousands 
of dollars in terms of further investigations, promotion, etc. 

The same circumstances hold generally true in respect to drugs which are al- 
ready on the market. In most cases where there are side effects some means 
of controlling these are suggested by the investigator and if the drug will not 
stand up to prolonged competition, the drug house gains by learning this as 
quickly as possible. Actually it would be useful if investigators did submit a 
copy of a proposed publication to a pharmaceutical house prior to publication 
since it might prevent the propagation of errors. This is well illustrated by 
the fact that in reviewing for publication the work reported in the field of 
psychopharmacology in 1957 it was amazing to note at least half a dozen articles 
describing poor results with a preparation with which I am thoroughly familiar 
and which 3 years ago we indicated must be used in certain basic minimal 
doses for certain minimal periods of time in order to produce measurable effects. 
In these six papers either the dosage used or the period of time during which 
it was given were below that required. I have no knowledge that the phar- 
maceutical house had any contact with any of these six investigators, but they 
certainly would have profited by having it pointed out to them that the report 
which they were submitting for publication was based on inadequate drug usage. 
The same is true in respect to investigators who are so intent upon rushing into 
print that they carry out inadequate investigations and draw erroneous conclu- 
sions based on a small number of cases. 

Once a pharmaceutical has been advocated as being of use, the frustrated 
individual who must always be first can no longer be the one to introduce it, 
but he can then be the first to claim that it is too dangerous for clinical use. In 
our own extensive drug testing which now has included perhaps 30 or 40 different 
compounds we do not ordinarily publish in less than a year. On the one occa- 
sion in the past where we had the poor judgment to rush into print precipitously 
we found that we had grossly overstated the dangers of a particular preparation. 
As an illustration, our first work with an important new drug usage was begun 
in 1956 and is only now in the process of being printed (although the original 
paper did appear last May as an appendix to another congressional hearing). 
Subsequent to that time a few investigators who had heard our presentation 
have dashed off articles on the basis of a 2- or 3-month study which in the long 
run profit no one since their evaluations are inadequate, their report of the 
action or failure of action are based on inadequate usage as are their conclu- 
sions about side effects. In the end they have impeded a clear-cut evaluation of 
the preparation and made themselves look ridiculous in the process. 

There also exist investigators who are carried away by the therapeutic results 
they have obtained and may indulge in sweeping generalizations about the value 
of the drug which are not even related to the data they have at hand. In point 
of fact such investigators are often a source of acute embarrassment to the phar- 
maceutical houses whose preparation they are using, since it tends to appear 
as though the pharmaceutical house itself were making such claims. It is amaz- 
ing how frequently such investigators are not quoted in the promotional literature 
sent out by the drug firm. It must not be forgotten that with each piece of 
advertising rides a part of the reputation of the drug house and if such claims 
of action or the absence of side effects are not substantiated question is thrown 
upon the validity of not only the product at hand but of all their other prepara- 
tions. The solution to the intemperate writer, regardless of his motivations, does 
not lie with either the promulgation of legislative restrictions or the pharma- 
ceutical houses but with the editors of scientific journals. In quoting material 
for advertising or promotional literature this can be done either by personal com- 
munication which always raises serious doubts in the minds of the medical 
reader as to why it was not formalized in a scientific presentation or it is ¢ 
quotation from an article either already published or in press. If the editorial 
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criteria for acceptance were as high in all journals as they are in most there 
would be little difficulty on this score since those whose work was inadequately 
carried out or whose conclusions were not related to findings simply would not 
appear in print. The same would be true in respect to advertising as pointed 
out December 5, 1957, by Joseph Garland, M. D., editor of the New England 
Journal of Medicine. 

Another misconception sometimes held is that the pharmaceutical house pro- 
vides a science writer with a meal and a few drinks in return for which he gives 
a favorable description of a paper or an article dealing with one of their prod- 
ucts. This is so far from being correct that it verges on the ludicrous since if 
there exists a more skeptical group of pros, hardbitten and ungrateful I have 
never heard of them. Gruelling by a colleague is polite and diluted compared 
with the cross-examination of a doubting science writer, and it is further the 
habit of these nefarious creatures to seek out one’s worst enemies to provide 
questions and criticisms which the enemies themselves would consider it un- 
polite to ask. On those occasions when the press bring to public attention in 
glowing terms a product that subsequently does not live up to its initial expec- 
tations it is usually when a reputable investigator goes off the deep end taking 
others along with him or, alternately, when the reporting is done by a writer 
inexperienced in the scientific field where his lack of adequate background and 
experience have led him into making foolish but honest mistakes. 

The major charge leveled against the pharmaceutical houses is that some of 
them in some of their promotional literature have been extravagant, to put it 
mildly. In an editorial which appeared in the Archives of Neurology and Psy- 
chiatry last June (exhibit D), I attempted to analyze the reasons for this, and 
I have no reason to believe that I was not essentially correct. The background 
making the situation possible is the extreme difficulty in evaluating improvement 
in psychiatric patients of all types. Unfortunately there do not exist criteria 
equivalent to temperature, X-ray findings, or specific laboratory tests which will 
indicate the degree and time of improvement. In such a situation judgment is 
dependent upon the subjective evaluation of the examining physician and be- 
cause of a lack of adequate objective criteria (and possibly inexperience in de- 
signing suitable experiments) there was an overwhelming enthusiasm for agents 
which at long last seemed unquestionably to effect behavior. Add to this the 
tremendous interest of the general public, and the situation was ripe for what 
occurred. The sales and promotion divisions of some of the pharmaceutical 
houses operated in a somewhat different frame of reference than did the medical 
research division. The ethics and practices of the business world differ signifi- 
cantly in certain aspects from those of the medical profession and it was at this 
juncture that some of us in the profession felt there were abuses of promotional 
advertising. It was not that the sales and promotion people operated unethically 
but merely that they operated within their own frame of reference rather than 
that of the medical world. 

The occasional excesses to which the industry went in promoting psycho- 
pharmaceutical drugs have been followed by a strong counter-reaction. The 
editorial just cited was only one small voice among a number which arose in 
protest with the end result that in recent months there has been a distinct 
change in the tone of such advertising. An excellent analysis of the New Era 
in Medical Research by John T. Connor, president of Merck Sharp & Dohme along 
with an attitude survey illustrate the self-critical tendency of the pharmaceutical 
industry. In addition a number of other extremely constructive steps have been 
underway. The American Medical Association in conjunction with the American 
Drug Manufacturers Association has undertaken a survey of the attitudes of 
physicians towards various types of promotion (this was actually begun well 
over a year ago). In addition the organizations of the pharmaceutical industry 
are well along in preparing a code of ethics for self-regulation which would 
meet most of the objections which have been raised. Written protest against the 
behavior of one pharmaceutical house (not named) was made by the Science 
Writers Association in the American Journal of Psychiatry over a year ago 
and this has served to curb any repetition of this or similar incidents. In another 
pharmaceutical house the rather scatterbrained promotion of a particular drug 
was followed by a complete reorganization of the company which appeared, in 
large part at least, to be directed against those who had propagated the advertis- 
ing scheme. The violent reaction of the investigators involved the medical pro- 
fession at large, other pharmaceutical houses who maintained their usual strin- 
gent promotional policy, the science writers, the awareness of congressional com- 
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mittees such as this, and the public as a whole have sensitized the drug industry 
to the fact that promotion or advertising which distorts or exaggerates is more 
detrimental than beneficial. 

In respect to regulation of advertising it would appear that it is not a matter 
of “locking the barn door after the horse has escaped” but of sending out a 
posse after the horse has returned of its own accord. I would like to indicate a 
few of the proposals and at the same time pointing out why they appear not 
feasible and to conclude with one proposal which I believe is eminently sensible 
and will provide protection against the possibility of future abuses. First how- 
ever let me make note of the fact that exaggerated promotion is not a complete 
stranger to the practicing physician since in the past there have been similar 
excesses. When the antibiotics first reached the market, with the introduction 
of cortisone, and occasionally with specifics for various rheumatic or other ill- 
nesses promotion has reached similar proportions. Odd as it may seem to some 
observers the medical profession survived these barrages and in the final analysis 
rapidly provided a realistic appraisal of the merits of a drug based on its efficacy 
rather than on promotional claims ‘The practicing physician earns his living 
by successfully treating patients and, advertising to the contrary, he will not 
long use a drug which is ineffective or one which is loaded with side effects. Over 
any reasonable period of time there is small relationship between the amount of 
money spent for promotion and the sales of a particular product if that product 
has little or no merit. Were it not for my own very strong proscription I could 
cite instances in the field of psychopharmacology where this held true. The 
reverse is also the case and I could at present name a drug on which virtually 
nothing has yet been spent for promotion whose sale is extremely widespread be- 
cause of its effectiveness. The intelligence, experience and innate good sense 
of the medical practitioner is not to be underestimated. 

This brings me to one of the proposed schemes: namely that only certain 
classes of practitioners should be allowed to use the psychopharmaceuticals. 
In this there exists two great fallacies: First, there have not been nearly suf- 
ficient psychiatrists (from the time of Joan of Arc down to the present) to treat 
even a s gnificant percentage of the patients with emotional and psychiatric 
disturbances. Therefore to limit the use of drugs, which are of demonstrated 
benefit in certain cases of emotional and mental disturbance, would be against 
all known medical practice. Second, and more important, the implication is 
that the general practitioner or specialist in other fields than psychiatry does not 
know what he is doing and that his good judgment is not to be trusted. Instead 
some select group is to set itself up and decide what promotional literature or 
pharmaceuticals he is to use and what ones he is not to be permitted to have. 

Another suggestion has been to activate the power of the Federal Trade Com- 
mission in this respect and have it review all promotional literature prior to it 
being sent to the physician. Although the amendment to the act establishing 
the Federal Trade Commission (the so-called Wheeler-Lea amendment) speci- 
fically states that “No advertisement of a drug sholl be deemed to be false if 
it is disseminated only to members of the medical profession” there exists a 
qualifying clause “contains no false representation of a material fact” so that 
legally it might be possible to do this although it would probably be contested in 
the courts. More than the legality per se is the difficulty involved in carrying 
out this complex duty which would necesarily duplicate in many ways the 
functions and activities of an already extent agency (the Food and Drug 
Administration). 

7. The proposal which I believe will act to solve and protect against repetition 
of abuses in the future is an extremely simple one and far from original. (The 
task force of the Hoover Commission—although not the full Commission—among 
others having made the same recommendation.) Having read both the act 
establishing the Federal Trade Commission as well as the one dealing with the 
Food and Drug Administration, to my nonlegal mind, it appears that there is an 
extremely large duplication of assigned activities. I gather that this has b°en 
more or less theoretically resolved by having the FDA concentrate on new 
drug applications and labeling, leaving other areas within the province of the 
FTC, if it so chooses to exercise them. If the FTC were to review such advertising 
it would have to check the validity of the claims of effectiveness and the presence 
of side effects either directly (which would duplicate the activities of the FDA) 
or cbtain the information from them which would immediately raise the question 
as to whether it would not be more suitable to allow the FDA to extend its fune- 
tioning to cover promotion and advertising as well as labeling any new drug 
applications. 
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Working under some very severe handicaps the Food and Drug Administration 
has won the respect of the medical profession as well as the pharmaceutical 
industry and it is a matter of severe regret to all concerned that functioning 
has been severely handicapped by some extraordinary budget limitations. The 
top salary, for instance, that the FDA medical administrator is able to pay to a 
member of his staff is around $14,000 which contrasts with positions calling for 
identical experience and ability in other Government services with salaries 
running up to $18,000 or $19,000. No adequate provisions have been made to 
provide for the greatly augmented number of pharmaceuticals being submitted for 
approval so the staff suffers not only from underpayment but from overwork. 
In view of such conditions it is not a surprise that a first-rate public servant such 
as Dr. Ernest King was practically forced to resign from the Food and Drug 
Administration to go into another branch of Government service where the salary 
attractions were so much greater and working conditions not so abnormally 
strenuous. The wonder really is that the FDA has been able to retain as many 
able people as it has in view of these circumstances. It would therefore seem to 
me that the eminently sensible procedure would be to provide adequate funds for 
the Food and Drug Administration and to empower them to deal with promotion 
and advertising since they already have information in respect to the drug as a 
result of their other activities. Since I am not a lawyer I have no idea whether 
this would require the creation of new legislation or whether the present law 
could be so interpreted as to permit this without amendment. 

The Federal Trade Commission has done and is doing an excellent job in re- 
spect to regulating promotion of proprietary preparations but it would require 
a quite different setup and entail quite different relationships if this function 
were to be extended into the area of the so-called ethical drugs. Since another 
agency is already functioning in this area it would appear extremely appro- 
priate to centralize the function in respect to these ethical drugs in the Food and 
Drug Administration. 

The problems involved with proprietary preparations sold in this field are quite 
complex and different from my discussion. It would be useful to distinguish the 
two areas so that no confusion is created in the public mind. 

I appreciate the opportunity to express before this committee a point of view 
which, I hope, has proven informative and which will be helpful in formulating 
your judgment and action. 


Mr. Biarnik. Members of the committee, we have more than one 
witness. Would it be the permission of the committee to proceed, so 
we will not have to come back this afternoon ? 

We have Dr. Frank J. Ayd. 

Dr. Ayd. 


STATEMENT OF DR. FRANK J. AYD, JR., PRACTICING PSYCHIATRIST 
AND MEDICAL RESEARCHER, BALTIMORE, MD. 


Mr. Buarnix. If it is agreeable with you, Dr. Ayd, may we ask 
that you summarize the bac ‘kground material and read those specific 
portions that are of especial interest to this committee that you feel 
you should be heard on ¢ 

Dr. Ayp. That is perfectly agreeable to me. As everyone would 
assume, I am a practicing psychi: itrist, a graduate of the University 
of Maryland School of Medicine. 

Like Dr. Kline, I am a member of most of the recognized medical 

rganizations in the United States. I am currently the secretary of 
the section on private practice for the American Psychiatric Associa- 
tion, and am contributing editor on psychiatry in the Current Medical 
Digest. 

I have written approximately 30 papers on these tranquilizing drugs, 
which it has been my privilege to work with from the beginning. 


I'll brief this as we go along, to save time for any questions which 
you might pose. 
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I would simply want to emphasize that what I say here is based on 
my own personal experience with all of the tranquilizers advertised 
in the United States. 

Mr. Piapincer. These are not sold over the counter ? 

Dr. Ayp. No; these are ethical drugs, by prescription only. I could 
make that distinction for you. I think it is an important one. 

I start off by saying that the word “tranquilizer” is really a mis- 
nomer for the drugs under consideration. The ability to tranquilize 
is just one of the drugs’ properties. Actually, these drugs have mul- 
tiple physiologic and pharmacologic actions, in addition to their 
ability to tranquilize, which distinguish them from barbiturates, seda- 
tives, and hypnotics, which were in vogue prior to the introduction of 
the drugs which we, unfortunately, by common usage, have come to call 
tranquilizers. 

(See appendix, exhibit 5, p. 185.) 

Dr. Ayp. These drugs have multiple sites of action in the nervous 
system and, because of ‘that, they differ from all other previous drugs. 

I think that, before I go into the widespread use of these drugs, 
I would like to emphasize that every physician, prior to the intro- 
duction of these drugs, was limited to the use, the short-term use, of 
barbiturates, bromides, and chloral hydrate. Every physician was 
thoroughly familar with the disadvantages and limitations of these 
compounds, so that, when the newer drugs became available and it 
was obvious that they represented a distinct advance, naturally, they 
started to prescribe them, not just for a few people, but for millions 
of people for whom there was previously no satisfactory medicinal 
agent for psychic disturbances. 

Another point which must be emphasized, because it is important, 
is that, in contrast to the predecessor drugs, these drugs can be used 
for long periods of time and in_very high dosages without necessar ily 
producing toxic effects, and this would account quite a bit for the 
volume of dosages used. 

It is not uncommon to give a couple of thousand milligrams of 
these drugs to a patient every day. The fact that they do differ from 
barbiturates and sedatives makes its possible from them to be used by 
surgeons, pediatricians, and a host of others, who have found many 
nonpsychiatric indications for their use and have been prescribing 
them accordingly. 

It would appear, at least, ths at the amount of tranquilizers con- 
sumed in this country is more readily explained by their wide thera- 
peutic action than by any iailistalintanda use. It is comparable to 
the wildfire spread and use of penicillin and other antibiotics, the 
antihistamines, the anticonvulsants, and other therapeutic advances 
in medicine. 

I think it is important to emphasize that the drugs which we call 
tranquilizers differ from each other in chemical structure, potency, 
propensity to produce side effects, and their indications and contra- 
indications. We can divide them, either chemically or on a clinical 
basis, between those useful in psychotic and neurotic conditions and 
those useful in neurotic conditions only. 

Both Dr. Kline and I know only too well from extensive experience 
that a patient unresponsive to one drug may favorably respond to an- 
other drug. In addition to that, the difference in the capacity of 
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these drugs to produce certain physiologic and pharmacologic actions 
makes the choice of one drug preferable to another in treating a par- 
ticular patient. 

Just to illustrate that, one of these drugs has a property to consti- 
pate. For this reason, it may be employed in the treatment of colitis, 
whereas another drug has a property of increasing gastric movement, 
and, therefore, can be used to treat obstinate constipation. One dr ug 
increases the heart rate. Another one slows it down. Because it 
slows it down, the second drug can be used in nonpsychotic illnesses, 
particular cardiac conditions. 

No one knows with any degree of certitude whether the tranquil- 
izers cure a neurosis or psychosis or merely suppress some of their 
disabling symptoms. 

The thing I want to emphasize, because of the criticism that we 
don’t cure with these drugs, is that the same statement can be made 
for other methods of psychiatric treatment, including psychotherapy 
and psychoanalysis. What is important to me, partic ularly as a 
practitioner who treats patients only outside of hospitals, is the fact 
that the drugs have permitted many patients to remain at home and 
to work, despite the persistence of their basic disorder. To me, this 
is not a smal] accomplishment, and to withhold use of these drugs 
solely because they are not curative is as unreasonable, it would seem 
to me, as it would be to discard insulin, digitalis, or anticonvulsants. 

Many physicians have been critical about ; the dosage and prolonged 
administration of tranquilizers. Any experienced clinical investiga- 
tor, or, for that matter, any pr acticing physician, knows there are 
patients who require more of a drug than others, just like some people 
need more alcohol to get intoxicated than other individuals. 

A common error in some practices has been for some doctors to give 
too little rather than too much, or to terminate treatment prematurely. 
Certainly, it is unrealistic optimism to expect to reverse chronic ail- 
ments by a short course of tranquilizer therapy. We know positively 
that adequate doses must be given for prolonged periods to those dis- 
charged from the hospital, and more important, to keep some patients 
from ever entering a psychiatric institution. It is paradoxical that 
some doctors have no hesitancy about giving barbiturates, even in 
large doses to an epileptic for a lifetime, ‘but will not give a tranquil- 
izer for more than a few weeks to somebody with a nervous disorder. 

This may be indicative of the prevalent opinion among doctors as 
well as lay people that some people ought to have more will power 
than they do. 

Some doctors refrain from giving large doses of tranquilizer be- 
cause of fear of untoward reactions. This is untenable, because actual 
clinical experience has demonstrated repeatedly that allergic reactions 
occur as often in those patients taking small doses as in those taking 
large doses. 

To belabor the point that Dr. Kline made about addiction, no one 
has too great a fear that tranquilizers will produce addiction. In my 
office, in . fact, many neurotic people won’t take what I want them to 

take for fear that they will become addicted. Such fears they have 
developed from reading articles in newspapers. 

An occasional abuse of a tranquilizer is more readily explained by 
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the psychopathology of the abuser than by any addictive properties 
of the drug. 

Dr. Kline and I have both attended many national and international 
meetings at which these drugs have been discussed thoroughly by ex- 
perts from all over the world, and no one has yet presented a single 
documented case of addiction to a tranquilizer. 

Some people object to long use of tranquilizers because they feel the 
reduction of anxiety can be deleterious. They have even expressed 
the fear that we might produce a society which is nonproductive be- 
cause their anxiety has been reduced. This, of course, is a philosophi- 

cal question, and everybody agrees that a certain amount of anxiety is 
certainly a salutary force. 

It is unquestionably what motivates Dr. Kline and me to give some 
time to preparing our testimony here. 

On the other hand, when an individual has anxiety which interferes 
with his efficiency, the question as to how this ought to be managed, 
whether by the use of drugs or psychotherapy, is a point on which there 
will always be disagreement, some saying it ought to be treated with 
psychother rapy, and others holding out for drugs. I do think it is 
important to emphasize to this committee that some of those who con- 
dem tranquilizer therapy do so for philosophic rather than for 
scientific reasons. 

Nothing has been given more publicity than the adverse reactions to 
tranquilizers. This has distorted the facts. 

I think we must make a distinction between side effects which are 
normal, and which, although they may be troublesome, are seldom 
serious. They usually remit spontaneously with continued treatment, 
or they may be modified by a temporary reduction of the dose, or the 
addition of other drugs to the patient’s medication. 

This calling attention to the side effects is desirable, but it can 
be overdone, and may make a drug appear more dangerous than 
It 1s. 

The litany of all the side effects of an individual tranquilizer can 
be very misleading, unless a distinction is made, pointing out first that 
this is a compilation of side effects based on the administration of the 
drug to a large number of people. Some patients never get a side 
effect to speak of from a drug; others may get a few. 

But no one patient has all the side effects a drug is capable of 
producing. 

[ think this is a point which should be emphasized, namely, the seda- 
tive effect of the tranquilizers. Many people express fear that patients 
who take these drugs would not be able to work, to drive a car, to 
operate machinery, and so on. The simple truth of the matter is that 
several thousand patients have taken large daily wenn of tran- 
quilizers and have been able to drive, operate machinery, or to work 
in industry under all kinds of conditions. 

Dr. Kline kept pointing out that doctors in practice will use a drug 
only if they find it useful. Since I am in private practice, I can assure 
you that if my patients found these drugs interfered with their 
ability to work, they not only would not be taki ing the drug, but they 
wouldn’t be coming back to see me. 

In the past 5 years, I have treated well over 1,000 patients with 
sometimes large daily doses of tranquilizers, and none of them has 
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ever had an automobile or industrial accident, and the vast majority 
of my patients are employed. 

To show you that no real harm can result, as far as we know as of 
today from these drugs, we recently completed laboratory tests con- 
sisting of urinalysis, blood chemistries, liver-function studies, and 
hematologic studies on 50 patients, taking chlorpromazine from 2 to 
4 years, 50 patients receiving reserpine ‘from 2 to 4 ears, and 50 
patients taking perphenazine from 1 to 2 years. Although these 
patients were receiving these drugs regularly, we found no major 
pathological findings. 

In talking about presumably the more serious side effects, the al- 
lergic responses, it must be realized that these are infrequent, occurring 
in less than 1 percent of the patients. Very seldom is it necessary to 
withdraw the drug because of an allergic reaction, with one exception ; 
namely, the blood dyscrasias. Phenothiazine derivatives have been 
responsible for the great majority of the dermatologic and systemic 
manifestations of drug hypersensitivity. Sy stemic reactions to 
phenothiazine compounds are jaundice and argranulocytosis. Be- 

‘ause of the occurrence of jaundice, there was a great deal of fear 
that the drug may do serious damage to the liver. Dr. Kline and I 
both know that when a patient gets jaundice it is not absolutely nec- 
essary to discontinue the drug; as a matter of fact, you can keep 
it up and the jaundice disappears anyway. 

What happens if some people take the drug for a long time? I 
am able to present today what I believe to be among the latest findings, 
namely that among patients who have taken chlorpromazine. <A 
study was recently completed of 50 patients who have taken this drug 
from 2 to4 years in total doses from 50,000 to over 1 million milligrams. 
Liver-function studies in these patients did not disclose any signific ant 
change from their pretreatment liver function. 

In talking about blood dyscrasias, we have just completed a world- 
wide survey, and have found less than 100 reported cases in patients 
who have taken phenothiazine derivatives. 

The Rauwolfia derivatives are accused of causing depression, and 
I was one who made such an accusation in the very first paper I ever 
wrote on tranquilizers. I have since followed up these patients to find 
out if I was scientifically correct, and I now say that I am wrong. 

In following up these patients I found that many of them con- 
tinued to take the drug which was supposed to have caused the de- 
pression, and the depression disappeared. Many others who stopped 

taking the drug had a recurrent depression anyway. 

On Saturday, I saw a physician who had been taking this drug 
for 3 years. He had then stopped it and months later he had a de- 
pression. Had he continued to take reserpine up to then, there would 
be those who would say that the drug caused this man’s depression, 
which it did not. 

Getting down to the point of this meeting, which is advertising 
or oe of tranquilizers by the pharmaceutical industry, I think 
it is important to admit frankly that there are doctors who will ob- 
ject to some of the promotional techniques of the pharmaceutical in- 
dustry. It is a little confounding or confusing to a doctor, however, 
when a manufacturer claims that his latest drug is so much better 
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than others which were introduced a short time ago and reported to 
be so effective then. 

Even more confusing is the documentation of the manufacturer's 
claims. Too often the references cited are “personal communic: tion,” 
“unpublished data,” “in press,” “accepted for publication,” or “for- 
eign publications,” and only a miniscule of clinical papers in English. 

“Then you are stuck, What do you do? Either you accept the 
quotations as being factual, or wait until more information appears. 

Undoubtedly all ethical pharmaceutical firms dislike vague refer- 
ences as much as physicians, 

The decision to market a new product without waiting for the pub- 
lication of reports on them is justifiable if the drug is free of serious 
toxic potentials. Having worked with a great many pharmaceutical 
firms and screening, as Dr. Kline has, many drugs, I can testify that 
every drug house makes an effort to ascertain freedom from toxicity, 
although some have less exacting standards than others. 

I can tell you that most drug houses are anxious to learn the draw- 
backs of a drug as well as its assets. As a clinical investigator who 
has screened compounds for a representative number of drug firms, I 
can tell you that, to determine the significance of toxic effects, they 
encourage comprehensive evaluation of any that occur, providing any 
financial assistance or expert consultation necessary. 

They discourage glossing over or a casual attitude toward side 
effects. They empha size that to market a poor product or to fail 
to warn against a drug’s toxicity is contrary to their objective of 
serving the public welfare. As business people, they are loathe to 
promote any drug which serves no useful purpose . 

They realize that to do so means more than a financial loss. pon 
cherish and seek the medical profession’s confidence and respect. 

Every profession and business has a minority more interested in 
goals other than the accepted ethical ones. These bring discredit to 
their colleagues. Unfortunately, the pharmaceutical industry has a 
few members who have resorted to a type of introductory ballyhoo 
and advertising foreign to the good taste that has characterized the 
industry and which the medical profession considers proper for its 

tacit partner. 

They have not hesitated to market new drugs on which the clinical 
work done is sufficient to satisfy the safety requirements of the Federal 
Drug Administration, but hardly enough to establish the claims made 
for its clinical uses or its freedom from side effects. Furnished with 
this inadequate clinical information, the copywriters for their ads, 
some of whom are obviously skilled in the dubious journalistic art of 
omission, proceed to extoll the product’s assumed assets by blatantly 
stating that the new drug does not cause the dreadful, undesirable 
liabilities of its predecessors. 

Yet, it is only a matter of a short time before we find that this is not 
true, that they do cause, practically speaking, the same type of 
problems. 

As a clinical investigator, I firmly approve a pharmaceutical firm 
referring for promotional purposes to the medical research done to 
establish the safety and effectiveness of a new drug. Like Dr. Kline, 
I can testify that the vast majority of drug companies submit to us 
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advertising copy and secure written permission to print our 
statements. 

On the other hand, there are firms in which this is not done, and an 
investigator’s report is rephrased or quoted out of context to consti- 
tute a favorable endorsement of a product. 

Mr. Piarincer. This happened to you, did it not? 

Dr. Ayp. Yes, it did. 

Mr. Piapincer. Will you tell us about that? 

Dr. Ayp. Yes, I screened a compound for a particular firm. The 
initial promotional literature that they put on the market was so 
done without my knowledge. As a matter of fact, I heard of it by a 
phone call from a colleague in New York who said, “I must have 
misunderstood the statement you made at the particular medical meet- 
ing he was talking about, because of this advertising,” and he quoted 
the advertising to me. 

I said, “Well, that is taken completely out of context.” 

What had happened was that the firm took a part, or a portion of the 
report that I submitted to them on the compound, used that, which 
made the drug look quite good. But the other remarks I made about 
the drug which would not have made it look so good were completely 
left out. 

Mr. Piarrncer. As a matter of fact, your conclusion was that the 
data makes its clinical use hazardous. Was this the portion that was 
omitted ? 

Dr. Ayp. No. What they did was that they only quoted that por- 
tion in which I spoke about the therapeutic effects of the drug, which 
were quite good. When I pointed out that these therapeutic effects 
were obtained at some risk and hazard, that part was left out. All 
that was said was what would really constitute an endorsement of the 
product. 

Mr. Prartncer. This again was a company of some substance? 

Dr. Arp. Yes. 

Mr. Briatrnrx. How did you correct that, leaving out the informa- 
tion in the data distributed ? 

Dr. Ayp. I contacted the firm and voiced my protest about this. 
Representatives of the firm came to see me, and we discussed the pros 
and cons of the whole thing. What they did was drop me from all 
future advertising. 

However, the original one was sent out to, I would assume, the bulk 
of the practicing physicians in the United States, and there was no 
way of retracting, shall I say, X number, which is in the thousands, 
of course, of advertisements for promotional literature which con- 
tained these remarks which I considered incomplete. 

I have no objection to a firm using anything I have submitted to 
them, because that is what I do the work for. But if they are going 
to do it, it should be done in toto or not at all. 

Mr. Brarnik. Did this firm give any grant for your particular 
research or any other? 

Dr. Ayp. Yes, they did, but this doesn’t enter into it. The grants 
are accepted only to defray expenses. As a matter of fact, I can 
truthfully say that it has always cost me money personally, because 
the grants are used only for laboratory expenses, and I furnish the 
secretaries and other work done to compile the data. This doesn’t 
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enter into it, because other firms who have also supplied grants have 
not done this. 

Mr. Buatrnrk. When they dropped you from their advertising, did 
they drop any further grants for your research work ? 

Dr. Ayp. I had no others pending for this particular firm. 

Mr. Harpy. You have made a distinction here between scrupulous 
and unscrupulous firms. I would have to assume from your observa- 
tion that you would have to classify this as unscrupulous, at least in- 
sofar as this particular instance is concerned 4 

Dr. Ayp. That would be true. 

Mr. Harpy. Thank you. 

Dr. Ayp. As Dr. Kline has pointed out, physicians by their very 
training and experience are preceptive individuals who view all drug 
advertising with a critical eye. 

Mr. Puarrncer. May I interrupt a second? On page 8 of your 
statement, you say that “the allegation has been made that some of the 
adv ertising of tranquilizers has been misleading and distorted. This 
is a serious charge on which few doctors are able to pass judgment.” 

I wonder in view of your statement just now how this fits in with 
your presentation ? 

Dr. Ayp. I had two things in mind when I put that sentence in 
there. 

Initially, the practicing physician is not able to pass judgment on 
this, because the only people who really know are those who have 
done investigative work. However, as time goes on, he is able to 
make his own judgment. 

Over here, what I am saying is that nevertheless, even though they 
are not able to make a decision as to whether this is a distorted or 
misleading ad, they are not too quick to accept the statements as 
factual just because they have been made. Admittedly, there are a 
few physicians who succumb to the advertisers’ magic and give a few 
drugs without demanding substantiation of the claims. There is an 
occasional neurotic physician who has a compulsion to prescribe the 
first thing that comes along because he wants to be that way. There 
are fortunately very few. 

On the other hand, the average practicing doctor is not likely to 
abandon a drug which he has found useful for an unproved one. 

Mr. Piaptncer. I am thinking of something he hasn’t been able to 
treat, and now something comes along which, on the face of it, looks 
good. You point out that with this plethora of mail advertising the 
doctor receives, he probably is not in too good a position to judge on 
the basis of what he receives, especially since this is the first informa- 
tion he has seen on this drug. 

Dr. Ayp. That is true, but that doesn’t mean that he immediately 
starts to prescribe it. 

Let me illustrate a practical thing that happened last week. I wrote 
a prescription of an anticonvulsant for an epileptic patient. This 
drug has been on the commercial market for a year and a half. Four 
hours later, the patient called back and said, “Doctor, we have been to 
24 drugstores and can’t get this drug.” 

Now, the literature has pushed this drug as being a very valuable 
anticonvulsant agent, which it is, yet very few physicians have 
dropped other anticonvulsant agents in favor of this new one. Other- 
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wise, a drugstore would have stocked it. They would have to stock it 
if there had been a demand for it. 

Mr. Harpy. You point out, Doctor, as did Dr. Kline that physicians 
who might accept at face value such advertising as we have been dis- 
cussing, sooner or later find out that the advertising was misleading 
and would drop the use of the drug. In the meantime, to whatever 
extent they had used it, wouldn’t some poor unsuspecting patient be 
the guinea pig ? 

Dr. Ayp. I don’t think this is quite true. 

Mr. Harpy. You know, doctors do make mistakes. 

Dr. Ayp. I believe we can make mistakes. We are not infallible, 
by any means. 

On the other hand, a drug put on the market for commercial sale 
has already passed the Food and Drug Administration requirements 
for safety. With regard to matters of efficacy, this is a thing on which 
there is a great deal of disagreement even among clinical investiga- 
tors. Many drugs—say a drug is advertised which I might consider 
a little on the distorted side—can still be valuable for the patient the 
doctor prescribed it for. He doesn’t go out and prescribe it for the 
next hundred people that come into his office. He may prescribe it for 
1 or 2, and find out from their reaction that the drug doesn’t 
measure up. 

Mr. Harpy. I was thinking about the effects a doctor friend of 
mine experienced by prescribing Cortisone for himself. 

Dr. Kuirne. There is a medical saying that the physician who treats 
himself has a damned fool for a patient. 

Mr. Harpy. Maybe he should have looked for another doctor. 

Dr. Ayp. He may have been one of the rare individuals who has an 
allergic reaction to the compound. 

Mr. MinsHatu. Who sets the standards for these drugs at the Food 
and Drug Administration ¢ 

Dr. Ayp. The Food and Drug Administration requires that all 
material obtained by physicians like Dr. Kline and myself be sub- 
mitted to them. This is not just a subjective opinion, but must be 
backed up by laboratory findings, the statistical analysis of side effects, 
and so on. 

Mr. Buarnik. They order several independent clinical tests, too; 
don’t they ¢ 

Dr. Arp. Of course, they never rely on one investigator. As a mat- 
ter of fact, most of these drugs are screened by a large body of investi- 
gators. All of this data is submitted to the FDA and they evaluate on 
the basis of material submitted to them the question of the safety of the 
compound. They have nothing to say about efficacy, but only is it safe 
for general consumption. 

Mr. Mrnswatu. Who determines that standard? 

Dr. Ayp. The Food and Drug Administration, on the basis of in- 
formation supplied to them by clinical investigators throughout the 
United States. 

Mr. MinswHaryi. Who are those clinical investigators ? 

Dr. Arp. There are two here, Dr. Kline and myself. 

Mr. Minsuatu. They are drawn, in general, from the medical pro- 
fession ? 

Dr. Arp. Oh, yes. 
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First of all, the pharmaceutical firm who has the compound is not 
likely to go to an individual who is inexperienced or inept as a clinical 
investigator because they can’t rely on what he has reported to them. 

They go to people who, by virtue of training and experience, are 
able to give them a fairly accurate evaluation of the compound which 
they want to know before they ever decide to market the compound. 

When they decide to market it, they submit this information to 
the Food and Drug Administration. We screen many compounds 
which never get considered for sale because the initial screening has 
shown that either they are no better than what is already available, or 
they may be more dangerous, or just ineffective. 

Mr. Minswatu. The only monetary gain you get is from the grant 
given to you by the particular pharmaceutical house? if: 

Dr. Ayp. There is no monetary gain from clinical investigations. 

Mr. MinsHauy. Monetary reimbursement ? 

Dr. Ayp. Not even monetary reimbursement. Half the compounds 
I have screened, I have screened for nothing. If the compound has 
a laboratory bill, that is submitted directly to the pharmaceutical 
house. I have nothing to do with that at all. 

Although we are given grants, I don’t think anyone can say that 
the fact that we got a grant is going to influence the way we feel. 
Most of us call a spade a spade. As a matter of fact, some of the 
drugs I have passed judgment on which wouldn’t be considered 
favorable, were the very ones we got the largest grants to do the study 
on. Whereas, those where we got no money whatsoever on we gave 
a green light to. 

Mr. Piapincer. May I ask a question on this point? 

You mention on page 9 of your statement that some drug houses 
haven’t hesitated to market new drugs on which the clinical work 
done is sufficient to satisfy the safety requirements of the Federal Drug 
Administration, but hardly enough to establish the claims made for 
its clinical uses or its freedom from side effects. 

Do I imply correctly from that statement that you think that the 
FDA should have the authority to pass on the efficacy of the drugs, 
rather than on safety alone? 

Dr. Ayp. No, I do not. 

Mr. Puaptncer. You don’t believe that ? 

Dr. Ayp. No, I don’t believe that. 

You see, even if it is later shown that a drug has side effects, the 
only really important thing is how dangerous are these side effects. 
It is disconcerting when a firm comes out and says, “Our drug doesn’t 
cause this, this, this, and this,” and you may know as a clinical in- 
vestigator, even if you haven’t worked with that compound on the 
basis of its chemical structure and similarity to others, that probably 
it will cause these things, and time is necessary to show this. 

This has nothing to do with the efficacy of the compound. The drug 
may still be a very effective drug, but what has been misleading is 
to say it is free of side effects, which is not true. 

I think out of this the good that is going to come is that everybody 
from the clinical investigators to the the pharmaceutical industry to 
the practicing physician is just going to be a little more conscious of 
the fact of his obligations in these situations. 
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Mr. Piapincer. When you say, “out of this,” are you including these 
hearings ¢ 

Dr. Arp. Well, even if we hadn’t had these hearings. I want to say 
that people like Dr. Kline and I were already protesting some of the 
things going on, and so were some of the pharmaceutical houses com- 
plaining about things that others were doing. 

This, though, I think is the spotlight that will focus attention on 
it, and will be the shot in the arm that is needed to make everybody 
sit down and straighten out his house a little better. 

I can’t, myself, see any need at the moment for legislation to correct 
abuses which have been few so far, and in the long run have endan- 
gered few patients. 

These drugs are safe drugs, properly used, and they have had a 
tremendous impact on psychiatry and, for that matter, outside of 
psychiatry, in the treatment of certain medical and surgical problems. 

Mr. Minsuatu. You have mentioned frequently some of these dan- 
gerous side effects of some of these drugs. Can you briefly describe 
to this committee what are some of the major and more apparent bad 
side effects ? 

Dr. Ayp. The two that have received the most publicity are jaun- 
dice and agranulocytosis, which is the reduction of the white cells in 
the blood stream. 

We have come to the conclusion that jaundice was highly overrated. 
The occurrence of jaundice from phenothiazine derivatives is rela- 
tively low. Of the first few patients I gave phenothiazine, 2 
patients got jaundice; next year we had 2. Now the incidence is 
down to two-tenths of 1 percent. If you gave a compound to 100 people 
and you have in that group a couple of allergic individuals, you may 
get this reaction in a larger percentage, where the next doctor can 
prescribe to a thousand patients, and not get nearly as high a 
percentage. 

Agranulocytosis is a little more serious, because it can be fatal. I 
would emphasize that the incidence of it also is extremely low. As a 
matter of fact, it is lower, apparently than agranulocytosis caused by 
other drugs, anticonvulsants and other compounds of that nature. 

The good clinician has to make a decision as to whether the risk is 
justified by the condition he is treating. Secondy, if he really keeps 
his patient under observation, and the average physician does, this 
can be detected fairly early, and a fatal outcome can be prevented. 
It is a fairly uncommon and unusual thing. 

At the hospital where I am a consultant, we have used chlorproma- 
zine for 3 years. The average number of patients every day getting 
this drug is approximately 1,500. It wasn’t until last September that 
we had the first case of agranulocytosis. Using a drug over 3 years 
in this large number of patients, it never occurred. All of a sudden, 
in a 3-month period, 3 cases popped up. Since then, we haven’t 
had any more. They may use that drug for the next 10 years and not 
have one case occur. 

Mr. Mrinsnauu. Do you still use some of the so-called older drugs 
before you try some of the more modern drugs? 

Dr. Ayp. This is a matter of clinical judgment. I would hardly 
treat a manic patient with large amounts of barbiturates any more. 
I think I could be sued for malpractice if I did. I think it has been 
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proved beyond a doubt that a more effective method is to use chlor 
promazine or other tranquilizers. 

On the other hand, I would not prescribe barbiturates or sedatives 
if these are available. The risk with them, incidentally, is just as 
high. All the side effects, for example, which have been reported 
with many of these tranquilizers have also occurred with phenobar- 
bitals, for instance. It has caused jaundice, fatalities, skin reactions 
of one sort or another. There you have it. 

Now, what we have done is substitute a better drug. I think any 
doctor who resorted to using prior drugs in certain situations, at 
least, could be considered guilty of malpractice, because he wasn’t 
using the most effective treatment known to medical science today. 
These drugs are used the world over, and it is a consensus of world- 
wide opinion that a manic and hypormanic patient responds very 
favorably to these drugs. 

It was my task last May to attend the International Symposium of 
Psychopharmacology and to give a critique of the tranquilizer drugs. 
This was in Milan, Italy. People from some 30 nations attended this 
congress, and every one had a lot of good things to say, and some 
had bad things to say, which we all know, and which are just as im- 
portant for us to know. But no one told us that phenothiazine deriv- 
atives had bad effects. 

Just as phenothiazine derivatives are effective in chronic pyschoses 
and neuroses, there are other conditions, particularly in the acute 
patients, where it is effective. We can treat acute schizophrenics 
now without ever hospitalizing them. Five years ago that was im 
possible. 

As a private practitioner, I can tell you positively that the admis- 
sions to private and State psychiatric hospitals has dropped tremen- 
dously. I would say, that whereas in the past maybe 80 out of 100 
acute schizophrenics were automatically admitted to psychiatric 
hospitals, it is now more like 10. 

Many can be treated today in a general hospital. The advantages 
of this are great. One, it removes the stigma of mental illness; No. 2, 
it is more economical, because, since the tranquilizers have come into 
existence, Blue Cross and other insurance, particularly commercial 
insurance, now will pay for psychiatric coverage, and they would not 
5 years ago. 

In addition to that, when we have schizophrenics in a general hospi- 
tal, we have available medical and surgical consultation, which can 
be very helpful in treating the whole patient. 

Finally, just the fact that the patient can have visitors, the family, 
his employer, and so on, has had a tremendous effect on the patient. 
We have been able to put patients in nursing homes who would for- 
merly have had to be confined, in the last year, because we can treat 
them in their own home. The families of these patients don’t want 
to put their mother and father away. Yet if something can’t be done 
to control their rambunctiousness, they have to get them out of the 
house. We have been able to change this. 

Equally important in treating the acute illnesses, rather than the 
chronic, is the fact that the duration of hospitalization has been cut 
in half. If you had an acute schizophrenic 6 years ago and he re- 
quired hospitalization, the minimum he would be in a hospital would 
be 6 months. Today, we treat acute schizophrenics in general hospi- 
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tals and have them out sometimes in 14 days, and continue their treat- 
ment outside the hospital with the drugs. That is a tremendous 
economic factor. 

The reduction in use of electric shock is another important factor. 
I am well known as a shock therapist because I have always done a 
tremendous amount of electric-shock treatments. I can tell you I do 
at least 75 percent less electric-shock therapy now than I did 5 years 
ago. 

This, it is another economic factor, because shock therapy is more 
expensive than drug therapy. Ifa patient has to go into a psychiatric 
hospital in my State, for example, the cheapest he can get by with is 
$100 a week. This is just his room and board, with no treatment or 
expert nursing care over what is provided routinely. It does not pro- 
vide for the treatment administered by the psychiatrist. Now a pa- 
tient can be treated outside the hospital and he saves that $100 right 
off the bat. 

I pointed out at medical meetings that we treat the patients any- 
where from 14 cents to a dollar a day. They can’t walk into a hos- 
pital for less than $10 a day, at the very least. If you keep them out 
of hospitals and on the job, this also is a tremendously important 
thing, particularly to the younger patients, who are the ones develop- 
ing acute schizophrenia more often, because they don’t have the worry 
about who is going to make the payments on my house, and so on. 

Most important, we used to have to force schizophrenic patients to 
go to the hospital. It was not uncommon to have to resort to getting 
police assistance, because these people just would not go. Now if you 
are called to the home, you can give them a tranquilizer, wait a little 
while, and then they will walk out and go voluntarily to a psychiatric 
hospital and accept their treatment. These are tremendous changes 
in the way we manage patients. 

The reduction in cost of the psychiatric treatment has been tremen- 
dous, even for those patients for whom hospitalization would never be 
«factor. Prior to this, long-term psychotherapy was a very expensive 
form of psychiatric treatment. Whereas you used to have to see a 
patient 3 times a week, it is now once or twice a week, and in some 
cases, every 2 or 3 weeks. 

I would emphasize that in all honesty, there have been honest mis- 
takes made with tranquilizers. But this has been true of any other 
medical procedure. I have made mistakes with them. I am sure Dr. 
Kline has made mistakes with them. 

If we, as investigators, make mistakes, I don’t think we can condemn 
the general practitioner who occasionally makes errors in prescribing 
these drugs. 

The fact that these drugs are important new tools is indisputable 
the world over. What they have done in European and American 
hospitals can only be described by people who have lived and worked 
in hospitals for many years. In Europe, the open hospital is spread- 
ing all the time. It is quite a thing. I spent some time in Europe the 
year before last. 

In England, for example, one hospital where I stayed—there were 
1,800 patients, and not a one locked up. They walked where they 
wanted. On a weekend, it was not uncommon for 1,000 patients to 
go home to visit their families. 
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In Switzerland, in one hospital, patients who could not live in a 
community did go out to work in the community, and came back in the 
evening, all because of tranquilizing drugs controlling their behavior. 

These drugs are not panaceas; they don’t cure ev erything, by any 
stretch of the imagination, any more than penicillin cures every in- 
fectious disease that comes into the hospital. They must be used with 
the discretion and care of the type that only a good physician can 
give. 

Finally, I can say that while a few of the tranquilizers have been 
advertised unwise ly, just as I have objected to some firms doing this, 
I have criticized other firms for being so conservative. Some of these 
firms have bent over backward and understated rather than overstated 
the value of the drug. As time has gone on and the doctors have 
accepted the drug, they have been more factual in their advertising. 

Mr. Buiarnix. That is an excellent concluding statement, and an 
excellent whole statement. 

Of course, we are most sympathetic, and understand the business 
of mistakes. It is part of the business of making progress. 

But in a field so important, involving so many people and in such 
tragic and pathetic ways as this field of mental health, which is a No. 
1 health problem, if there is any area where an industry should be 
encouraged to continue this splendid work—and it is one of the land- 
marks of advanced medical science. There is a terrific explosive out- 
burst in the field that was gre: tly limited a few years ago, and, as 
you said, you have to encourage at times the industry people to proceed 
with a little more energy and a little more aggressiveness in fields 
where they are on sound ground. We agree with you. 

Yet, of all the places where there should be no tolerance or acceptance 
of any firm or any person who will exploit this grave and serious 
and highly critical area, this should be the important one. 

Our attitude, first, is to increase the awareness of this tremendous 
problem, and, with the tremendous opportunities that are unfolding 
day by day with this rapid development, to encourage it, not to inter- 
fere. If in any way at all with propriety, in carrying out the respon- 
sibility of protecting the public interest and also protecting the pres- 
tige and character of responsible people in the pharmaceutical industry 
or protecting the profession itself, we could show our interest and 
encourage that type of public acceptance, we would like to do so. 

Dr. Kune. I have one very brief comment, that when anything of 
this type is so revolutionary, there are bound to be people that object. 

If the millennium were to arrive this afternoon, there would be 
some people who would find it wasn’t as perfect as they had expected. 

I would like to point out that Dr. Ayd certainly represents the 
private practitioner of psychiatry who has had tremendous experience. 

We, on the basis of numbers and numbers of drugs, have had a 
great deal of experience in the hospital setting. So I think we both 
sav without qualification that we feel we could speak for the over- 
whelming majority of our colleagues to the effect that there will be 
people undoubtedly who will carp and cavil. 

I suspect you will find that there are those who have not had ex- 
tensive experience with the drugs. We are not atypical. I think we 
are speaking for 98 percent of the people who have worked with these 
drugs, which I think is an important point in this respect. 
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We are merely one—you could have closed your eyes and picked a 
thousand people, and the testimony would have been essentially the 
same as this is. 

Dr. Ayp. If I may add one comment, not to delay everyone, but 
when electric shock was first introduced, the same hue and cry was 
raised, that we were going to electrocute people and damage people, 
and everything else. 

Now, after 20 years, it is recognized as an efficient method of treat- 
ing certain psychiatric disorders. 

The important thing is, I think, that we ourselves recognize some 
of the faults, and I believe we are able to manage and correct these 
faults ourselves. 

Mr. MrinsHatt. I certainly concur in everything you said about the 
excellence of the testimony, Mr. Chairman, by both of these doctors. 
Although I have read and heard much about these drugs, it is very 
heartening to me to hear it first hand through experts, as these men 
are, to learn of the advances we have made in the field of mental health. 

Mr. Biarnik. I thank the gentleman from Ohio 

We do thank the two witnesses that we have had here this mornin 
for having appeared before us and given us these very complete on 
enlightening statements. 

The hearing is now adjourned, and we will convene again tomorrow 
morning at 10 a. m., in this same room. 

(Whereupon, at 1:25 p. m., the subcommittee recessed, to reconvene 
at 10 a.m., Wednesday, February 12, 1958.) 
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FALSE AND MISLEADING ADVERTISING 
(Prescription Tranquilizing Drugs) 


WEDNESDAY, FEBRUARY 12, 1958 


House or REPRESENTATIVES, 
LeGaL AND Monetary Arrarrs SUBCOMMITTEE 
OF THE COMMITTEE ON GOVERNMENT OPERATIONS, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 10 a. m., in room 1501, 
House Office Building, Hon. John A. Blatnik, presiding. 

Present: Representatives Blatnik (chairman), Hardy, Meader, and 
Minshall. 

Also present: Jerome S. Plapinger, counsel; Eric Weinmann, as- 
sociate counsel; Curtis E. Johnson, staff administrator ;.and Elizabeth 
D. Heater, clerk. 

Mr. Biarnix. The Subcommittee on Legal and Monetary Affairs 
of the House Government Operations Committee will please come to 
order to continue hearings on possible misleading or false advertising 
by pharmaceutical firms in the promotion of tranquilizing drugs. 

This is in connection with the series of hearings dealing with the 
authority and responsibility and the operation of the Federal Trade 
Commission. 

This morning we have as our witnesses from the American Medical 
Association the present witness Dr. Leo Bartemeier, who is chairman 
of the council on mental health of the American Medieal Association, 
past president of the American Psychiatric Association and director 
now of the Seton Institute in Baltimore. 

He is accdmpanied by Dr. Lauren A. Woods, associate professor 
of pharmacology, University of Michigan Medical School, Ann Arbor, 
Mich., and by Dr. Malcolm Phelps, of El Reno, Okla., president of the 
Academy of General Practice, practicing physician and member of the 
house of delegates of the AM A. 

So we will hear this morning from a psychiatrist, a pharmacologist, 
and a general practitioner. 

Dr. Bartemier, you are a psychiatrist and the principal witness. 
Will you please proceed with your testimony ? 

At the opening, would you give a brief summary of your back- 
ground and experience which you may later fill in in more detail for 
the record. To acquaint the committee members and the staff for 
the record now, just a brief oral summary of your professional field of 
interest or vour specialty. 
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STATEMENT OF DR. LEO BARTEMEIER, CHAIRMAN, COUNCIL ON 
MENTAL HEALTH, AMERICAN MEDICAL ASSOCIATION, PAST 
PRESIDENT OF THE PSYCHIATRIC ASSOCIATION, AND DIRECTOR 
OF THE SETON INSTITUTE, BALTIMORE, MD.; ACCOMPANIED BY 
DR. LAUREN A. WOODS, ASSOCIATE PROFESSOR OF PHARMA- 
COLOGY, UNIVERSITY OF MICHIGAN MEDICAL SCHOOL, ANN 
ARBOR, MICH.; AND DR. MALCOLM PHELPS, PRESIDENT, 
ACADEMY OF GENERAL PRACTICE, AND MEMBER OF HOUSE OF 
DELEGATES OF THE AMERICAN MEDICAL ASSOCIATION 


Dr. Bartemerer. Mr. Chairman, I am currently the medical director 
of the Seton Psychiatric Institute in Baltimore, which is a private 
nonprofit mental hospital, owned and operated by the Sisters of 
Charity of St. Vincent de Paul, and having approximately 250 pa- 
tients, one-half of whom are under active treatment, the other half 
of whom are under continued treatment and care. 

As already noted, I am chairman of the council on mental health of 
the American Medical Association. 

I am a member of the National Manpower Council which is in- 
terested in the conservation of human resources, and I am a trained 
analyst of the American Psychoanalytic Association. 

My work for the past 3 years has been devoted to the teaching and 
the training of young physicians who were destined for careers in 
psychiatry. There is a period of 3 years of training which is required 
by the American Board of Psychiatry and Neurology for doctors who 
intend to become psychiatrists in approved mental hospitals. 

Our hospital is one of those. 

I have no prepared statement, Mr. Blatnik, but I am here as a 
representative of the American Medical Association to assist the com- 
mittee in any way that I can. 

Naturally, we use these drugs, the tranquilizing drugs, mainly for 
the purpose of bringing patients into contact with reality so that we 
ean then work with them in psychotherapy. 

Now by psychotherapy, I mean an investigation into the intimate 
and psychological problems of patients. These drugs make it possi- 
ble for us to rather quickly, more quickly than we have previously, 
bring the patient in touch with reality. People who are confused, 
people who are severely depressed. Patients who are not tractable in 
the sense that they are so disturbed from within that they cannot 
control their behavior. Our experience has been that these drugs have 
very good effects. 

In our experience at the hospital, and I must say that I have only 
been there now for 3 years, having come from Detroit, Mich., where 
I was in private practice for a long time, these drugs have reduced 
the necessity of electroshock therapy for patients, and they have also 
reduced the necessity for insulin coma therapy. 

Mr. Buatnrx. Does that conclude your statement, Doctor? 

Dr. Bartemeter. I think so, Mr. Blatnik. 

Mr. Buarntx. Do you have any questions, Mr. Plapinger? 

Mr. Prarrncer. Dr. Bartemeier, are you familiar with some of the 
writings and activity on the subject of the evils of advertising of 
tranquilizer drugs? 
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Dr. Bartemeter. I do not think I am, sir. 

Mr. Piarrncer. You are not? 

Dr. Barremeter. No; I do not think I am. 

Mr. Puarincer. Are you familiar with the advertising ? 

Dr. Barremeter. I am quite familiar with it; yes. 

Mr. Piaprincer. Dr. Kline told us yesterday, for instance, that the 
American Drug Manufacturers Association were drafting a code of 
procedures in connection with their advertising to the profession. He 
also adverted to a survey that the American Medical Association had 
underway to gage physicians’ attitudes to advertising promotion. 
You are not familiar with those ? 

Dr. Barremerer. I do not think I am familiar enough with the sur- 
vey to make any statements about it. 

Mr. Piapincer. Are any of the people who accompany you familiar 
with these ? 

(No reply.) 

Mr. Piaprncer. You are a member of the council of the American 
Psychiatric Association; do they have a journal ? 

Dr. Barremeter. The American Psychiatric Association has a jour- 
nal; yes. 

Mr. Puaprncer. Are there any advertising standards set by the as- 
sociation ? 

Dr. Barremeter. Well, I suppose that there are. I am not familiar 
with them. 

Mr. Piarincer. Are you familiar, by any chance, with an article 
that appeared in the Academy of Medicine of New York by Dr. Steele 
on the evils of, or misleading statements in, medical] literature ? 

Dr. Barremeter. No; I am not; I do not recall the subject. 

Mr. Piartncer. Do you have any opinions on the type of advertis- 
ing that has been addressed to physicians in connection with tran- 
quilizers ? 

Dr. Bartremerer. Well, I know there has been a great deal of ad- 
vertising, of course. I have not been impressed with excessive ad- 
vertising. It would be difficult for me, sir, to know what is ex- 
cessive and what is not excessive. 

Mr. Puarrncer. Are you familiar with the activities of the Food 
and Drug Administration in connection with some of the advertising 
of tranquilizer drugs? 

Dr. Barremerer. No; I do not think I am. 

Mr. Meaper. Mr. Chairman, I would like to ask a few questions. 

Dr. Bartemeier, first of all, can you tell us how these so-called tran- 
quilizing drugs actually function to produce the result of bringing 
the patient back to reality that you speak of? 

Dr. Barremeter. Well, these drugs act through the central nervous 
system, and some of them act through the autonomic nervous sys- 
tme. We know that the brain is the seat of our mental life, of our 
psychic life, and without the brain we cannot function. The brain, 
of course, is the central part and the most important part of the entire 
nervous system, and these drugs, apparently, act on the central parts 
of—have effects on the central parts of the brain, itself. 

Mr. Meaper. Do I understand, then, that we only know the results 
through say, empirical use of these drugs? 

We do not know the mechanics or the chemistry of the functioning 
of these drugs, what condition was wrong that was being corrected ? 
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Dr. Barremerer. I cannot speak to that, but I think Dr. Woods 
could, perhaps, be of some assistance to the ‘committee. 

Mr. Mraper. All right. Then I will pass to another question. As 
a practicing psychiatrist, do you receive, through the mail and other- 
wise, advertising or information from pharmaceutical houses con- 
cerning these drugs ¢ 

Dr. Barremeter. Oh, yes. 

Mr. Meaper. And their function, their efficac y, and all that ? 

Dr. Barremeter. We do. 

Mr. Mraper. Have you had any reason to doubt the accuracy of the 
representations made in this material that you receive? 

Dr. Barremeter. I have not, so far; no. 

Mr. Mraper. You are not aware in the psychiatric profession of 
any complaints by psychiatrists that the claims made to them and the 
material sent by pharmaceutical houses are unreliable ? 

Dr. Barremerer. No; I have not. 

Mr. Meaper. You are not aware, then, of any widespread evil and 
misrepresentation of the function and efficacy of these tranquilizer 
preparations made to the medical profession? 

Dr. Barremerer. No; I am not, sir. 

Mr. Meaper. And, in your official capacity as a representative of the 
American Medical Association, are you prepared to testify that the 
American Medical Association, as such, is not aware of any wide- 
spread abuse by the pharmaceutical houses in representing these tran- 
quilizer drugs ¢ 

Dr. Barremerer. I cannot say that I know that, sir. 

Mr. Meaper. Well, now, your position is chairman of the American 
Medical Association council on mental health ? 

Dr. Bartemeter. That is right. 

Mr. Mraper. If anyone in the American Medical Association were 
to know of misrepresentations and information sent by pharmaceutical 
houses to the medical profession with respect to these tranquilizer 
drugs, would not you be the one to know about it ? 

Dr. Bartemeter. I do not think I would; not necessarily. 

Mr. Mraper. Well, are you aware 

Dr. Bartemerer. The function, the main function of the council on 
mental health, sir, of the American Medical Association, is to be of 
assistance to physicians in the application of the basic principles of 
psychiatry in the practice of medicine. This has not anything to do 
with drugs, you see. 

Mr. Mraver. But drugs are a part of your activity, are they not? 

Dr. gee rE A minor part. 

Mr. Meaper. In health ? 

Dr. Barremerer. I would say a secondary part. You see, we are 
more concerned with what is mental; we are more concerned with 
those deviations from health which we or dinarily speak of as mental; 
that is, as psychic. We are far less concerned in our particular field 
with the physical aspects of medicine. 

Mr. Meaper. Well, now, let me ask you if you know if the American 
Medical Association takes an interest in and has any facilities for in- 
forming itself on the representations made by pharmaceutical houses 
to the medical profession, whether in the field of tranquilizer drugs or 
any other drugs? 
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Dr. Barremeter. I do not think I quite understand the question. 

Mr. Meaper. Well, the American Medical Association is the doctor’s 
trade association; isn’t that correct? Maybe I should not use the 
words “trade association,” but professional association. 

Dr. Bartemeter. We are not sensitive about those things. It is 
quite all right. 

Mr. Mraper. Well, anyhow, it is the association of the medical pro- 
fession ? 

Dr. Bartemerer. That is right. 

Mr. Mraper. And the American Medical Association does take an 
interest in legislation that affects the medical profession and other 
activities of the Government and the industry that affect the medical 
profession ; isn’t that true? 

Dr. Bartemetrer. That is true. 

Mr. Meaver. To your knowledge, have they taken an interest in 
the advertising or representations or information furnished by the 
pharmaceutical houses to the medical profession ? 

Dr. Barremeter. Well, I must tell you, very frankly, that I can well 
understand they would, and that this would be important, but I do 
not know this from my own, personal, direct knowledge. 

Mr. Meaver. Certainly, your council on mental health does not 
concern itself with the representations made—— 

Dr. Barremerer. Well, the council 

Mr. Mraper. Let me finish the question. 

Dr. Barremeter. All right. 

Mr. Mrapver. Your council on mental health, of which you are the 
chairman, does not concern itself with the representations made by 
pharmaceutical houses to the medical profession with respect to tran- 
quilizing drugs? 

Dr. Bartemerer. The council has not, sir. 

Mr. Buarntx. Mr. Meader, may I at that point interrupt? 

Mr. Meaper. The answer is no? 

Dr. Bartemeter. The answer is “No.” 

Mr. Buatnix. Then, Doctor, does any other committee or council 
within the association assist in keeping the profession informed ? 
I am especially thinking now of the many doctors in general practice 
who are not as intimately connected or familiar with psychiatric prac- 
tices and the new chemotherapy medicants coming out. Does anyone 
else in the association—by “else” I mean a council or a committee or 
a board—assist in seeing that scientifically and medically valid and 
sound literature and information is getting out to all of the doctors in 
the field, or is that left entirely or largely up to the pharmaceutical 
firms who promote their own drugs? 

Dr. Barremeter. Well, the American Medical Association has its 
council on drugs; Dr. Woods here is a representative of that council. 
That council, to the best of my knowledge, is concerned with examin- 
ing all aspects of newly developed drugs for the medical profession. 

Mr. Buatnix. Doctor, an associate member of your profession, Dr. 
Frank J. Ayd, a psychiatrist, also, from Baltimore, testified yester- 
day that the average practicing doctor receives over 5,000 direct-mail 
ads yearly, of which 6.8 percent are for tranquilizers. 

Dr. Woods, would you enlighten us a little more on what scrutiny 
or evaluation, if any, these pieces of mail go through, or are they the 
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responsibility, and the sole responsibility, of the pharmaceutical firms 
that distribute them ? 

Dr. Woops. Well, I should state, at the outset, I am not, officially, 
a member of the council on drugs. I am representing them here, but 
I have never attended any of their meetings. 

They are given information about the various drugs by the com- 

any placing them on the market, and they evaluate drugs, but, to my 
Kaeulelan they do not evaluate the advertising. Now, as I say, I do 
not know, because I do not know all the workings of that council. 

Mr. Buatnrg. As a specialist in the pharmaceutical field, Doctor, 
have you had any experience with the promotional literature that the 
pharmaceutical firms have mailed to you in which you questioned the 
validity, the accuracy, or the completeness and full reliability of the 
claims made for the respective drugs? ; 

Dr. Woops. I have had very little experience. I am not on the mail- 
ing list of too many of the companies, so I do not receive as much as 
the practicing physician would receive. My position, as a teacher of 
medical students and young doctors just having finished their train- 
ing; they do not send very much of that to me. 

Mr. BiarniK. I am interested, as a teacher, in young doctors about 
to come out, and I have nothing but the highest respect for the men 
in the profession. It had once been my dream to be a member of the 
profession in the biochemical field. What is the source of information 
they have on the explosive increase in a whole variety of drugs used 
in—chemotherapy drugs used in connection with mental diseases ? 

Dr. Woops. Well, from our point of view, as teachers, and concerned 
with the responsibilities of teaching, we keep up with the literature 
insofar as we can, scientific literature, evaluating the effects of these 
agents, and many of us in the field work, or may work, with such 
drugs. 

I do not happen to, at the moment, but we present to them, as best 
we can, the most recent and valid information available. We, of 
course, do not depend on advertising for that. 

Mr. Meraper. Mr. Chairman, could I ask a question ? 

Mr. Buatnix. Yes; I interrupted you. 

Mr. Mraver. Dr. Woods, I asked Dr. Bartemeier about the manner 
in which these drugs produce the result that he said was so useful in 
the treatment of psychiatric cases. Do you, as a pharmacologist—are 
you able to answer that question? Can you tell us how these drugs 
work chemically or mechanically, or what they do to a person that 
makes them more receptive to treatment and, perhaps, even makes 
them happy without any treatment ? 

Dr. Woops. I wish I knew, and many of us are in the same position. 
We cannot determine the mechanism of action. We have not been 
able to, as yet. We know certain areas in the brain seem to be affected, 
but whether those effects are responsible for these actions of calming 
a patient down, we cannot say. 

Dr. Bartemerer. The same would be true, Mr. Meader, with respect 
to other drugs which are not tranquilizing about which we could not 
say we really know, to a fine point, how these drugs affect the central 
nervous system. I mean exactly, and mechanically, how they operate 
in the nervous system. That would be true, for example, with many 
sedative drugs that have been in use for a good many years. 
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Mr. Meaper. Well, I had another question of Dr. Bartemeier, and 
perhaps Dr. Woods can answer in the same fashion to the limited 
extent that he received this material from pharmaceutical houses. 
You have received all of the information from the pharmaceutical 
houses about 

Dr. Barremeter. That is right. 

Mr. Meaper. About the drugs ? 

Dr. Barremerer. That is right. 

Mr. Mraper. That is, promotion literature and so on? 

Dr. Barremeter. That is right. 

Mr. Meaper. What do you have to say about its accuracy, or the 
extent to which you have used the drugs because of the literature, 
and whether or not you have any doubt about the validity of some 
of the claims that are contained in this promotional literature? 

Dr. Barremeter. I would say I do not have any doubt about some 
of the claims that are to be found in the advertising that comes with 
the samples, because we test them. Not really clinical, but we have 
been using these drugs for some time. 

Now, when these drugs first appeared on the market, I should say to 
you that the doctors in our hospital were very much opposed to the 
use of these drugs because drugs are not our first line of action. 

Our first line of action is the interpersonal relationship between 
the doctor and the patient, and how he came to become depressed 
and how we can help him psychologically, not by use of drugs. 

And so I can tell you very frankly that I remember so well, I had 
to encourage doctors on my staff to try these drugs, to use these drugs 
and only gradually, only gradually did they become generally used, 
and they are useful. 

I mean we see this, there is no question about that in our work with 
our patients in the hospital and my experience is limited to that, Mr. 
Meader. 

Mr. Meaper. What do you have to say about so-called side effects 
of these tranquilizing drugs? Have you observed those ? 

Dr. Barremerer. Yes, sir, we have observed side effects of these 
drugs and while in the very beginning I think we were quite alarmed 
about it, we quickly found on the basis of our experience that dis- 
continuation of the drug caused side effects to disappear, oh, I would 
say quite quickly. 

Mr. Meaper. What do you have to say with respect to the state- 
ments in the promotional literature on side effects ? 

Is there any indication in the literature that there may be possible 
side effects ? 

Dr. Barremerer. Yes; thereis. I thinkso. 

Mr. Meaper. And so far as your experience is concerned there has 
been no misrepresentation on that score—I am talking now about side 
effects ? 

Dr. Barremeter. Oh, there might be but so far as I know I would 
say not. I means what you call gross misrepresentation, I do not 
think so. 

Mr. Meaper. In your profession or in the medical profession be- 
yond psychiatrists, have you heard of any complaints that the litera- 
ture sent by the pharmaceutical houses has contained misrepresenta- 
tions or misleading information ? 
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Dr. Barremerer. No; I have not. I have heard doctors say that 
they did not get the results that they expected, but I could not say 
that that was due to misrepresentation on the part of the manufac- 
turers of the drugs. 

Mr. Meaper. I would like to ask Dr. Woods along the same line— 
I believe you testified, Doctor, that you receive very little material 
from pharmaceutical houses describing their drugs. 

Now with respect to the material you have received, have you had 
any reason to suspect that there were misrepresentations or mislead- 
ing statements in that literature ? 

Dr. Woops. No; I have not. 

Mr. Meaper. Have you, in your profession, or among the medical 
profession, have you heard of any complaints that the literature from 
pharmaceutical houses has not accurately described the drugs and 


their function and have contained misrepresentations of one kind or 
another ? 


Dr. Woops. No; I have not. 

Mr. Buiatnrx. Doctor, you are on the American Medica] Associa- 
tion Council on Mental Health. 

You state your experience has been primarily limited to the tech- 
niques and the therapy in the hospital. 

We were told or have read data that would indicate the tran- 
quilizers make up one-third of all prescriptions written by all doctors. 

Is that a fairly correct statement? Do you have any information 
on that? 

Dr. Barremerer. That statement would not surprise me at all, 
because we certainly now know that at least 50 percent of all patients 
who consult physicians are suffering from emotional problems of one 
kind or another. I mean, after all, Mr. Blatnik, it is true when a 
person becomes ill he becomes ill all over, so his emotional life is 
disturbed as well as, let’s say, a fractured leg or appendicitis. I do 
not think there is anybody who would doubt the statement that at 
least 50 percent of all patients who come to general practicitioners of 

medicine have psychological problems. 

The problems may represent themselves on the surface as head- 
aches, digestive disorders of various kinds. The patients can be 
relieved by various kinds of medications and diets, that bring some 
temporary relief. There isno doubt about it. 

It is after all the practice of medicine. 

But in these patients one will not find structural change. You will 
not find, for example, an ulcer, you will not find a tumor, a growth. 
You will not find evidence of real infection, you see. You will not 
find this evidence if you examine the patient very thoroughly in 
every respect. So this kind of disorder, this kind of illness is wide- 
spread in our culture, there is no doubt about that. 

Mr. Buatnix. Yes, because it isso widespread, Doctor—— 

Dr. Barremerer. Then we would expect the large number of pre- 
scriptions 

Mr. BuiatnrKk. Because it is so widespread and because the pre- 
scriptions are close to being the first on the list in volume, and with 
most of these drugs coming out in very recent years and being new? 

Dr. Bartemetrer. That is right. 
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Mr. Biatnrx. And continuing to increase in numbers and also in 
the very shadings there is a breakdown. 

For example, in your antibiotics, myacin came out, streptomycin 
came out, aureomycins and certain gradations, certain classes of in- 
fection, not only are we getting more medicants but more complex, 
highly differentiated medicants. 

My concern here now is, is the major source of information on these 
new chemical therapeutical medicants, is the major source the pharma- 
ceutical firm which manufacturers the drugs. 

Is that more or less a one-way correspondence postgraduate school 
for most of the doctors ? 

Dr. Barremerer. Well, I think that the manufacturers of these 
drugs have tested these drugs carefully, have had the cooperation 
of physici ians testing these drugs in hospitals, and I believe that the 
Food and Drug Administration has been—is always a conservative 
body that has screened these drugs thoroughly. 

I would like to add, Mr. Blatnik, the one statement that I think 
we all need to keep in mind, and that is that we human beings are 
always looking for a panacea. 

We are always looking for some one product that will cure every- 
thing. I think that is pretty universal. I think it is universally true, 
and, you see, these drugs are new developments, just as originally the 
antibiotics were new developments. With the passage of time there 
is perhaps more experience and careful selection of the drugs, and 
careful refinements of the drugs. 

I mean one has to look at this whole problem of the tranquilizing 
drugs today as a problem in the history of the tranquilizing drugs, 
which is new, a new development. 

Mr. Mraper. Mr. Chairman? 

Mr. Biarnr«. Mr. Meader. 

Mr. Mraprr. Dr. Bartemeier, are you familiar with the scientific 
literature—I am talking about scientific journals? 

Dr. BarremeiEr. Not nearly as much as I would like to be, sir. 

Mr. Meaper. Are you aware of any material sent out by pharma- 
ceutical houses which has quoted any of these scientific writers on this 
subject out of context ? 

Dr. Barremeter. Not out of context. I have received reprints of 
their articles. 

Mr. Mraver. But—in your experience, you have no example of 
receiving material from a pharmaceutical house which has purported 
to quote from a scientific article and has unfairly quoted the article 
by lifting a statement out of context ? 

Dr. Barremeter. No; I have not seen any of that. 

Mr. Puarineer. May I ask an indelicate question, Dr. Bartemeier ? 

Dr. Barremeter. Oh, surely. 

Mr. Piarrncer. You said you were here to assist the subcommittee 
and you were appearing at the request of the AMA. 

Was there any indication in the request of the AMA, of what the 
subcommittee’s interest was? 

Dr. Barremeter. Yes; there was indication that the subcommittee 
was interested in excessive advertising; in exaggeration about the 
products and what they would do; whether doctors—whether prac- 
ticing physicians were sufficiently familiar with the drugs to prescribe 
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them, their specific actions and whether pharmaceutical houses were 
utting excessive pressures on doctors to influence them to use these 
rugs. 

I think that is about all that I can remember. 

Mr. Meaper. Your answer to those questions is “No”; is it not, so 
far as you know? 

Dr. Barremerer. Well, I am not nearly as much assistance to the 
subcommittee so far as I would like to be, sir. [Laughter.] 

I am well aware of this. But you see my life is devoted in the main 
to a very restricted, highy specialized type of work. I had not used 
these drugs at all in private practice. But in the hospital where I 
work, and that is what my experience is limited to, these drugs have 
been found to be distinctly helpful to people in bringing them re- 
lief—either in relieving their hallucinations, or thinking of one 
patient, even of making it possible for a man with a fractured leg 
to become cooperative with his doctors in the subsequent care of his 
fracture, and to lose the experience of hearing voices. 

It is really remarkable when you see firsthand how the condition 
of the patient changes. So I can only speak from that point of view. 

Mr. Mraper. Doctor, getting back to the American Medical Associ- 
ation, vou said what they told you about the committee’s interest in 
this subject. Did they also tell you that as our committee’s jurisdic- 
tion is set up, we are concerned with the efficiency and effectiveness 
with which certain regulatory bodies, in this instance, the Federal 
Trade Commission, is discharging its statutory responsibilities to pre- 
vent misleading advertising. 

Dr. Barremeter. I do not think so. I cannot remember that. 

Mr. Meaprer. You do not remember the American Medical Associ- 
ation informing you that is what this committee was looking into, how 
well the FTC was doing its job in protecting the public and in this 
case the medical profession from misleading information and mislead- 
ing advertising ? 

Dr. Bartremeter. I have to speak from what I have already said, 
what I was told the committee was interested in, but so far as the 
Federal Trade Commission and those things are concerned, I was 
not, and I thought 

Mr. Mraper. Were you aware the Federal Trade Commission had 
responsibilities in this field of misleading advertising ? 

Dr. Barremeter. Yes; I was aware of that. 

Mr. Meravrr. But you were chosen by the American Medical Asso- 
ciation to represent them here in connection with this committee’s 
inquiry; is that correct? 

Dr. Barremerer. Yes. 

Mr. Meaper. It is fair then to assume that your knowledge and 
familiarity with this subject is representative of the official position 
of the American Medical Association ; is it not ? 

Dr. Bartremerer. Well, I think so; yes. 

Mr. Mraper. Then so far as our record is concerned, it would ap- 
pear that the American Medical Association sees no problem in this 
field, that there is no evil in misrepresentation by pharmaceutical 
houses of ethical drugs in the tranquilizing field ? 

Dr. Barremerer. Well, the American Medical Association would 
certainly see evil in misrepresentation. 








£ 
' 
& 
5 
' 
f 
t 


ERODE —t 


were 
these 


ot, so 
0 the 


main 
used 
ere I 
have 
m re- 
F one 
d leg 
»f his 


lition 
view. 
ssoci- 
est in 
isdic- 
reness 
‘deral 
) pre- 


ssoci- 
, how 
1 this 
slead- 


said, 
is the 
[ was 
n had 


Asso- 
ittee’s 


e and 
sition 


ld ap- 
n this 
utical 


would 


OW erection Ete 


ae eR RO er 


FALSE AND MISLEADING ADVERTISING 73 


Mr. Meaper. Oh, certainly. Everybody sees evil in misrepresen- 
tation. 

Dr. Barremeter. Yes. 

Mr. Meaper. But the question is whether it is fair for us to assume 
that, and our record should show here that the American Medical 
Association has not found that there is any practice on the part of the 
pharmaceutical houses of making misrepresentations to the medical 
profession with respect to these tranquilizing drugs. 

Dr. Barremeter. Well, I can only say, sir, so far as I know the 
American Medical Association has not made any complaints to the 
manufacturers of these drugs. 

Now I can be, of course, completely ignorant about this. 

Mr. Meaper. But the point is 

Dr. Barremeter. And I think that they would. If these drugs 
were grossly misrepresented, I think we would all know about this. 

Mr. Meaper. And the fact that the American Medical Association 
chose you to represent it here would seem to indicate, would it not, 
o the American Medical Association has found no great evil in this 

eld. 

Dr. Barremeter. That is what I would think; yes. 

Mr. Harpy. Are you through ? 

Mr. Buatnrk. Mr. Hardy? : 

Mr. Harpy. Doctor, we had some testimony yesterday to the effect 
that these drugs frequently have side effects other than those of a 
tranquilizing nature, and you spoke of the beneficial results that you 
had observed in the use of them in your hospital. , 

Have you observed any undesirable results from the use of them? 

Dr. Barremeter. The side effects? 

Mr. Harpy. Yes. 

Dr. Barremeter. That I have already mentioned which are tran- 
sitory and are easily recognized. 

Mr. Harpy. You have not encountered any of the side effects then 
that, in your opinion, could have lasting injurious effects ? 

Dr. Bartemeter. No; we have not, sir. No; we have not. 

Mr. Harpy. Does that mean then that in your opinion these dru 
can be used without careful analysis of the possible side effects, with- 
out any danger to the patient ? 

Dr. Barremerer. Well, you cannot analyze the side effects until 
they appear, and you do not know what patients may develop side 
effects, and you do not know until the patient has been taking one of 
these drugs whether or not the patient will develop side effects. 

You cannot know this in advance, you see, sir. 

Mr. Harpy. I am not thinking about—apparently we are not talk- 
ing about the same kind of side effects. R witness yesterday, if my 
memory serves me correctly, pointed to other characteristics of these 
drugs that varied and enathed their use to accomplish other purposes 
than the tranquilizing effects. 

As I recall, an illustration was used of one particular drug which 
might be used if a patient had some undesirable constipation that 
needed correction, simultaneously within the tranquilizing effect, 
and my recollection is that there was also indication that there was 
another of the tranquilizers that might be employed to treat the 
opposite physical disability. 
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Now 

Dr. Barremerer. I had no experience with these things. 

I do not have any knowledge of them. 

Mr. Harpy. Isn’t my memory correct on that? That is my recol- 
lection that it was testified yesterday that a physician could select the 
particular tranquilizer he would use, having in mind the side effects 
as well as the tranquilizing effects, and you are not aware of that 
selectivity ? 

Dr. Barremeter. No, I am not, sir. 

Mr. Harpy. Well, that is the kind of side effect that I was thinking 
about. If a person was already in need of a laxative, you would 
not want to give him a tranquilizer that would be further constipating. 

That is my recollection of the testimony that was given yesterday. 

Dr. Barremeter. I would not question it. I would not question it 
for this reason, sir: because as I have indicated, the effect of these 
drugs is on the central nervous system and the autonomic nervous sys- 
tem. 

Now these nervous systems actually control contractions of intes- 
tines, contractions of the womb, the uterus in the female, and they 
control, you see, so much of actual functions. 

For example—— 

Mr. Harpy. The question that was bothering me some was to try 
to understand—— 

Dr. Barremeter. Yes. 

Mr. Harpy. Whether if these additional characteristics of specific 
tranquilizers, were unknown to the physician who was prescribing 
them, and he was accepting some advertising claim that set them up 
as specific cure-alls, would there be danger in their use? 

Dr. Bartemeter. I do not think so. We have not noted in our 
hospital, for example, any complaints of the development of diarrhea 
in connection with the use of these drugs or the development of consti- 
pation in patients. I do not say that has not happened—it may have 
happened in individual instances. I could say there is no doctor in our 
hospital today that would say this is a problem in connection with 
the tranquilizing drugs as we use them. 

Mr. Harpy. I believe it was Dr. Ayd that testified along that line. 

Mr. MrnsHatx. Will the gentleman yield? 

Doctor, what are the disagreeable side effects that you have noticed 
in your hospital ? 

Dr. Barremeter. Well, I suppose that one of the first things we 
noticed was unusual drowsiness in the very beginning of the use of 
some of the drugs. 

We learned—and you see then we were quite put out with this. We 
said we cannot use these drugs at all. It was only on the basis of 
experience, on the basis of information from other doctors who had 
more experience than we had, that we learned that one had to carry 
the patient through this, and that it only lasted perhaps 24, 48 hours, 
or so. 

Another side effect was the development of what we called Parkin- 
sonism, that is a kind of rigidity of the musculature of the face. 
Those are the two side effects that I think we noticed particularly. 

Mr. Mrnswatt. You have never had any experience with the lessen- 
ing of the white blood cells? 
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Dr. Barremeter. That we have not had. No; that we have not 
had. 

Mr. MinsHatu. No other bad physical effects ¢ 

Dr. Barremeter. As far as I know; no. 

Mr. Minsuaty. The sum and substance of your testimony here to- 
day, Doctor, boils down to the fact that you have not noticed from 
your own personal experience nor have you heard from any of your 
colleagues any advertising on the part of the pharmaceutical houses, 
of any advertising that would in any way overstate the case and de- 
ceive the public? 

Dr. Barremerer. No; I have not. 

Mr. MinsHatyt. Thank you. That is all I have. 

Mr. Harpy. There was—I saw recently somewhere, I do not know 
where I read it, some statement to the effect that some elements of 
the medical profession were recommending that there be less emphasis 
on these drugs, because of an indication that they might be producing 
sterility. 

Have you seen anything of that kind? 

Dr. Barremeier. I do not believe that that is true. It may be. 

Mr. Buarnix. Doctor, what is the prime source of information to 
the general practitioner, to all doctors in the field for the use of these 
new drugs? 

Dr. Barremeter. I think the first source is the manufacturer. I 
think the second source is the scientific journals. 

Mr. Biatnix. Then it is up to the doctor in the field to do his 
own evaluating? 

Dr. Barremeter. I think so; yes. 

Mr. Biarntx. Hard work, and I mean that sincerely, he will have 
to cross check claims made in the literature sent to him against the 
scientific papers written in reliable professional ethical publications. 

For example, we have an actual piece sent out to doctors by a 
pharmaceutical firm, this is an advertisement, in the Medical News 
magazine asserting without any question of doubt that there are 
no known counterindications in this drug. 

How would the average person, the average medical man in the 
field, verify that? 

Would he have to use a trial and error method on particular patients ? 

Dr. Bartemeter. Yes; he would have to, I would think so. I would 
think so; yes. 

Mr. Biatnrx. Have you ever found any drugs in your experience 
in which there were no known counterindications in the tranquilizing 
field ? 

Dr. Barremeter. Well, for example, there is one drug that we use 
particularly for persons who suffer from hallucinations. 

Now, given a person who is depressed, severely depressed to the 
point of having lost interest in life, thinking of suicide, and so forth, 
but having no hallucinations, we would not use that particular drug. 

Now you could say that we have not tried that particular drug in 
such cases, so we would not know whether it was contraindicated, 
that is whether it would produce any bad effects or not, you see. 
But we would simply not use that drug. 

So if in that respect you would say it was contraindicated. You 
see, our doctors are working under our direction, and we know from 
day to day what is being prescribed for individual patients, and we 
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know how patients are getting along, and if a doctor should use this 
particular drug which eliminates hallucinations in a great many 
en we would s say “Well, now, you just made a mistake here. 

Vhy did you use this drug?” 

But I do not think we have had that experience, because doctors 
are pretty cautious. They are people who are dedicated to try to re- 
lieve human suffering, and tend therefore to try these things out, 
you see, from experience. 

Mr. BuarntKx. On that I agree with you, Doctor. They are a most 
conscientious group but aren’t there places where they are handi- 
capped where they are subjected to this barrage of literature that 
comes directly to them from pharmaceutical firms promoting their 
particular new drug of which the doctor may never have heard about 
until then, where you place the burden, in addition to his very heavy 
schedule, the burden of evaluating this very complicated and mas- 
sive array of evidence. 

Dr. Barremerer. All right, sir, let me say, Mr. Blatnik, that all 
human beings, all people Tet us say, in this country, everyone is in- 
fluenced more or less by advertising. 

Now, depending on the person, on the invidual, there are some peo- 
ple w ho are much more inclined to be influenced by advertisements for 
any kind of a product than other people. In these respects, we hu- 
man beings differ from one another. 

But, after all, practicing physicians, who have the responsibility 
of the health and the care and the well-being of the patients who come 
to them, are not so gullible as one would imagine. I do not believe 
that is true of doctors, as I have seen them. They are particularly 

wary of new products. 

Mr. Buatnix. I agree they are wary, but look again at the handicap; 
5,000 pieces of mail averages about 20 pieces—eac ch takes a rather con- 
siderable amount of re eading. Boiled down, it looks very authentic, 
very scientific, and he gets it from a reliable magazine; “there are no 
known contraindications.” 

Yesterday we had a very eminent researcher in psychiatry in the use 
of drugs in the field of psychiatry, Dr. Ayd, telling us of a rather 
serious incident in which a large and prominent and. respectable and 
reliable pharmaceutical firm sent out to all of the doctors in the coun- 
try part of the testimony on research work done by Dr. Ayd, listing 
the good effects, the benefits of the drug, and making no mention of 

rather serious side effects which the doctor had listed in his scientific 
paper. 

It was serious enough for the doctor to call attention to this phar- 
maceutical house to what they had done. The house sends their rep- 
resentatives to consult and confer and discuss the matter with the doc- 
tor, and yet nothing was done from there on, to see that the whole 
story was given to the doc tors, whose contact was only the first piece 
of advertising. 

Now, are there any safeguards? Do you have any board or a coun- 
cil or a committee that does some of this evaluating before the doctor 
gets this material, or is the pharmaceutical house—and that is one of 
our main points of inquiry—is the pharmaceutical house the direct 
and prime source of most of the information which first gets into the 
doctor’s hands? 
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Dr. Barremeter. I think, so far as I would try to answer this ques- 
tion straightforwardly—and, to the best of my knowledge, I would 
say “Yes”—the first information comes from the pharmaceutical] house 
that has developed it. To the best of my memory, this is the way I 
learned about these drugs in the first place. 

At the same time, there were sutislbe in our journals about experi- 
ence of physicians with these drugs, and I tell you that they were 
doctors that I knew were very cautious about these things. I suppose 
a lot of people generally across the country are cautious about accept- 
ing new things. I mean we become accustomed to what is old and 
reliable and familiar and, when something new comes, they throw up 
certain barriers. 

Mr. Biatntk. In the scientific field, there is no problem on accepting 
anything new at once, once the scientific data and justification are 
proven and accepted. There is reliability in data substantiating claims 
of something new so, with confidence, they could use it, probably, and 
I would assume are eager to use a new, more advanced medicant. 

Dr. Barremeter. I only wish I had wider experience with these 
matters and that I would be able to help the committee more than I 
can with respect to instances of the one you have just described. But 
I don’t have it. 

Mr. Buarnik. Are there any other questions ? 

Dr. Bartemeier and Dr. Woods, we thank you for your special effort 
in coming down to give us the benefit of your views and your ex- 
perience in this inquiry which the committee is making. We thank 
you very much. 

Dr. Barremetrr. It is a privilege to be here. I only regret I could 
not be more helpful to you. 

Mr. Buarnix. That is helpful—a contribution from one so eminent 
in service in your specialized field. 

Dr. Barremeter. Thank you. 

(For material submitted later by the American Medical Association 
see appendix, exhibits 8A and 8B, pp. 191 and 193.) 

Mr. Biarnix. Our next witness is Dr. J. Murray Steele, chairman 
of the committee on public health of the New York Academy of Medi- 
cine, who is appearing here pursuant to subcommittee subpena. 

The New York Academy, at the request of the commissioner of 
public health of New York City, conducted an intensive survey and 
study of the advertising of tranquilizing drugs. 

The report of the academy observed that— 


an additional aspect of the situation is the extravagant and distorted literature 
which some of the drug houses are distributing to the medical profession. Such 
literature may be misleading in two respects: First, it may recommend a product 
in such a way as to lead to, if not encourage, its indiscriminate use. 

Secondly, some manufacturers’ literature which is distributed to physicians 
and pharmacists contain, too infrequently, little or no mention of side effects and 
contraindications to the use of the tranquilizers. 


Dr. Steele, please give us a brief, introductory summary of your pro- 
fessional background and your special field of interest and your 
present occupation. 


» 


25489—58——_6 
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STATEMENT OF DR. J. MURRAY STEELE, CHAIRMAN, COMMITTEE 
ON PUBLIC HEALTH, NEW YORK ACADEMY OF MEDICINE 


Dr. Srretx. My field of interest is internal medicine, chiefly chronic 
diseases. I am professor of medicine at New York U niversity College 
of Medicine, in charge of their chronic disease research service. 

1 was chairman of the subcommittee on public health of the New 
York Academy of Medicine, with particular reference to the tran- 
quilizer drugs, and that is my chief contact and knowledge of it. I 
have not followed through very well since then, and I am really not 
competent, in the way psychiatrists are, to talk about the use of these 
drugs. 

The Academy of Medicine is in the habit of picking somebody who 
is, one might say, impartial or a layman to the subject to sit down and 
listen to the testimony of experts, and this report that I sent you con- 
tains my knowledge gained from sitting in that committee listening to 
the testimony of the experts. 

(See appendix, exhibit 9, p. 196.) 

Dr. Sreerz. I would call attention to the date of that. That is more 
than a year ago, if I can speak for myself, and not as a representative 
of the academy, which this thing is, I could make a few remarks. 

I do not know whether they would be helpful or not, or would you 
prefer to ask me questions? 

Mr. Buarnrk. As a preliminary, Doctor, would you tell us just 
what the New York Academy of Medicine is? 

Dr. Steere. It is an organization to promote, well, let us say, that 
represents the various medical societies and has representatives from 
the various county societies of the State. 

Its chief function is, really, the library, and holding a number of 
medical meetings of various sorts, the Harvard Society; the county 
society meets there in its section on medicine, and, if you will, it is 
an educational society for the medical community at large. 

In addition, it has this rather powerful committee on public health 
that is often asked a great many questions, as we were in this case, 
from the commissioner of health, from the commissioner of hospitals, 
from Albany, with regard to certain practices, the value of certain 
drugs, and a variety of questions on which it tries to advise for State 
and community organizations of many kinds. 

For instance, one example would be right now—they are making an 
enormous survey of the practices in blood banks, and the »y try to ferret 
out the practices that they think are not good and point them out to 
the community at large. 

Mr. Biarnik. You state you did not have any particular—not 
interest—but any record of experience in this psychiatric field. Could 
you identify some of the members of your subcommittee that pre- 
sented this report on tranquilizing drugs to the whole committee on 
public health’ Could you identify any of those as people with ex- 
perience in psychiatry or chemotherapy ? 

Dr. Sreeie. If you recollect Hubert Howe, who testified, he had 
some special interest in psychiatry. Cattell is a pharmacologist; 
Stephen Jewett, Ralph Kaufman, I believe one is a neurologist; the 
other is a psychiatrist—Hewitt, and Boyd were in internal medicine. 

Mr. Biatnik. Would you know, Doctor, what prompted the inter- 
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est of the commissioner of health to request the study and report from 
the committee on public health ? 

Dr. Streetz. I think it was what was taken to be the wide and in- 
discriminate use of these drugs outside, for the most part, of the 
psychiatric institutions, and I ‘think they believed at that time, and, 
perhaps, still do believe, that the kind and type of advertising had 
stimulated the use of these drugs in many, many situations where 
one did not think the stimulation ought to point. 

For example, for schoolchildren at athletic games. It seemed to us 
that was a little bit of pressure put in, in places where drugs should 
not be used. I think that stimulated Commissioner Baumgartner to 
ask the academy to investigate their use. 


Mr. Buarnrx. Dr. Steele, would you proceed with your statement 
now ¢ 


Dr. Streetz. The academy statement, or can I—you have read most 
of the important parts of that? 

Mr. Bu ATNIK. Yes; we have. 

Dr. Sreete. If I could just leave that and go to a few observations 
I made ' in preparation for this committee. It was not because of my 
particular interest, nor have I had a large experience in the use of 
these drugs outside of institutions, but one of the things that prompted 
Commissioner Baumgartner to ask us about this, and I would call 
attention again that this material by us was collected a year and a 
half ago; that, in 1956, I learned there were 99 cases of what was taken 
to be poisonings due to these drugs. It was very difficult to sort out 
whether these were suicide attempts or accidental. Two of them were 
fatal. 

This year there are 170 cases, and no fatalities reported. 

It is not determined whether those fatalities were directly due to 
the use of the drug, or whether it was something simply in connection. 
These patients were on ataraxic drugs at the time, and, not having 
access very much to the literature except as I collected and believe I 
have sent you some time ago, some of the examples we thought were 
excessive advertising, I did want to point out that I took the oppor- 
tunity to go through the Physicians’ Desk Reference. 

It makes statements about the actions and uses and side effects of 
drugs, and is sent to a great many physicians in the community, and 
so I thought I should like to look through those and see what the ad- 
vertisements were like in there—I should not call them advertise- 
ments; they are statements of actions, uses, and side actions of the 
drugs. 

In the book for 1957 there were 20, and in the book for 1958 there 
were 41; so, the number of preparations has doubled, and the reflection 
of the increase in cases of poisoning may simply be due to the in- 
creased general use of the drugs. 

I did compare rather carefully, a large number of the advertising 
in 1957 as of 1958 for the actions and uses, and I think you could say, 
from the comparison of those two volumes, that the drug industry has 
certainly—must have taken, perhaps this committee report, perhaps 
an editorial in the New England Journal of some 4 or 5 months ago— 
I think they must have taken pains to eliminate some of their rather 
more fantastic advertising and to list side effects. 

Comparing the two books, in a great many they had eliminated cer- 
tain paragraphs that seemed a little objectionable, and they had in- 
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serted in a great many instances the side effects that most people have 
come to know occurs with the drugs, and almost all of them seem to 
be pretty readily reversible, as was previously testified to. 

I would like to point out that, many, many years before the inven- 
tion of the word, ataraxics and tranquilizer phenobarbital was prob- 
ably the tr anquilizer of all times, and it is difficult to define these drugs 
because a great many of the preparations now have some of the new 
tranquilizers in combination with phenobarbital and some other bar- 
biturates. 

I think that is about all I have to say. 

Mr. Buatnix. Mr. Plapinger? 

Mr. Piaprncer. Doctor, at the time the study was made, was there 
any attempt to bring to the attention of the drug houses the excesses 
that you have complained of ? 

Dr. Sreeie. We would not bring it directly to the drug houses. We 
brought that to the attention of Commissioner Baumgartner. 

Mr. Prarrncer. In that connection, in the last paragraph of your 
report you recommended that “the board of health survey this litera- 
ture”—I assume this is the New York City Board of Health—“as the 
first step toward bringing about improvement in the situation so that 
there may be a more reliable guide to physicians.” Do you know 
whether that was done? 

Dr. Streetz. That, I know they did. Mr. Jerry Trichter, who is an 
associate in the department of public health, and from whom I ob- 
tained examples of advertising, has continued to review this litera- 
ture. Whether it has been specifically brought to the attention of 
any of the drug firms, I do not know. 

Mr. Priarrncer. Do you know what the—what was the doctor’s 
name? Iamsorry; I missed that. 

Dr. Sreeie. He is not a doctor, it is Mr. Jerry Trichter, who is an 
investigator in this particular field, these particular fields. 

Mr. Puiarrncer. Do you have any knowledge of Mr. Trichter’s 
findings ? 

Dr. Streetz. No. I know that he has continued to accumulate vari- 
ous kinds of literature but I do not know what sort of action he has 
taken or whether he would agree with my position that the advertising, 
the statements about their actions seem to j improving. 

I was just going to say, I think this is one of the things that hap- 
pens every time a bunch of new drugs come out. 

There is all of a sudden this great enthusiasm; I am not sure that 
the drug firms are entirely to blame. It is just something that goes 
on at the moment. and the advertising section or the publicity section 
of the drug house may get ahead of its directors now and then. 

This certainly was true of the antihistaminics, it may be true to a 
certain extent with the antibiotics, when they burst on the world and 
then they settled down, and I think that is what they tried to do in the 
past year with what little information I have. 

But I am still convinced and would stick by this statement of the 
academy that there was somewhat unreasonable advertising for a 
wide variety of conditions. I suppose it depends a little on your phi- 
losophy as to whether you think you ought to eliminate anxiety en- 
tirely from our life, and I would suspect that a little anxiety here and 
there was a good thing. 
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Mr. Piarrncer. With reference to the Bulletin of the Academy of 
Medicine, do they pass on advertising content before it is included in 
the magazine ¢ 

Dr. Steeie. Yes. 

Mr. Piarrnger. Is there a special committee of the academy ? 

Dr. Steere. Yes; I think there is. 

Mr. Piarrncer. To your knowledge, have there been any recent 
occurrences, recurrences of the sort of thing that you complained 
about in your article? 

Dr. Streetz. None of the things we complained about were ever 
published in the bulletin of the Academy of Medicine so far as I know. 

Mr. Piarrncer. I see. 

Have there been any instances elsewhere that have appeared to 
your knowledge ? 

Dr. Streeter. Being a teacher full time and under the same diffi- 
culties stated before, I do not see the current literature sent around 
to doctors very often on these things, and since it is not my chief con- 
cern, I have not followed through on these incidences of advertise- 
ments since the time I sat and listened to the experts of the committee. 

My only way of getting at it was really to pick up my two desk 
references and compare them and those seem to me to be improved. 

Mr. Mrnsuaty. Will the gentleman yield? 

Mr. Biarnrk. Mr. Minshall ? 

Mr. MinsHatu. Doctor, you mentioned a list of different kinds of 
drugs. I did not quite understand it. You said it increased from 
twenty to forty-some in 1957-58. 

What is that list and who publishes it ? 

Dr. Streetz. There is a book called The Physician’s Desk Reference. 

Mr. Minsuatu. The Physician’s what ? 

Dr. Streets. Physician’s Desk Reference. 

Mr. MinsHatt. Yes. 

Dr. Steere. And it lists drugs under various categories, alphabeti- 
cally, by drug house, by its actions and uses, and under that, there is 
a heading “Ataraxics” which I understand comes from the old Greek 
word meaning free of passion, undisturbed in mind, and the second 
definition, the Oxford English Dictionary gave was “stoically and 
indifferent.” [Laughter. ] 

That is the term that is technically used for these tranquilizing 
drugs and it is as ataraxics that these drugs were listed and the number 
of preparations has doubled in 1 year from 20 to 41. 

Mr. MrnsHatt. You mentioned some examples of people being 
poisoned by some of these so-called tranquilizers—what was the 
poisoning effect ? 

How does it affect the patient ? 

Dr. Sreetz. Apparently mostly drowsiness, running into coma, 
something like that, and they gave them stimulants and all of them 
recovered, 177 in the past year, and 2 seemed to have died although 
the evidence from the medical examiner’s office is not clear that it 
was the drug that actually killed them. 

. a, were simply on the drug and that was all the information he 
ad. 

Mr. Minsuatt. In your experience, Doctor, what other side effects, 
dangerous side effects, have you noticed from these drugs? 
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_ Dr. Sreete. Well, I think there was a report in the New England 
Journal of Medicine I saw the other day of agranulocylosis the dim- 
inution or disappearance of certain white blood cells. 

That occurs with almost every drug I know, and it is a very rare 
occurrence, and with the antibiotics it is not so directly fatal or noth- 
ing like so frequently fatal as it used to be because there is a defense 
mechanism against infection and if you use antibiotics until the white 
blood cells return you can save people. 

That is a rare occurrence and I doubt that it is as frequent in these 
drug as it is for instance in the antirheumatic drug. 

Mr. Minsnatx. Dr. Bartemeier said he only knew of 2 dangerous 
side effects, 1 was the drowsiness and 1 was another disease that had 
to do with partial facial paralysis. 

Dr. Steere. It is a stiffening of the facial muscles, it is Parkin- 
sonism, palsy. 

They develop tremors on their hands, a stiffening and tremors of the 
neck muscles with rigidity of their muscles that is very uncomfortable. 

Mr. Minsnatu. Do you know of any other side effects that you have 
not mentioned ¢ 

Dr. Streetz. Yes; well the drowsiness they mentioned, some of the 
other things 

Mr. Mrnsuaryt. How about jaundice, have you ever heard of any 
one becoming jaundiced ? 

Dr. Sreete. Yes; that jaundice has been noticed. The mechanism 
is not clear. It does not seem to be associated with liver disease and 
it is quite reversible. 

Mr. Minsuatyi. From your experience and observation the only 
side effects is drowsiness and Parkinson’s disease, those are the two 
chief ones. 

That is all I have, Mr. Chairman. 

Thank you. 

Mr. Biarnig. Mr. Meader? 

Mr. Meaper. I was going to ask you, Doctor, whether you are aware 
of the Federal Trade Commission taking an interest in the advertising 
of pharmaceutical houses that are alleged to be, as you say, fantastic 
claims or misrepresentations. 

Dr. Streetz. Yes, sir; I am. 

Mr. Meapver. To what extent has the Federal Trade Commission 
interested themselves in this problem ? 

Dr. Streetz. I do not know to what extent but I understand that 
the Federal Trade Commission concerns itself more with old drugs 
and, what do you call them, the nonethical drugs, and their sale, than 
it does with new drugs and preparations. 

Mr. Meaper. Perhaps you do not understand my question. 

My question was, whether you were aware that the Federal Trade 
Commission had concerned itself with the literature sent by the phar- 
maceutical houses to the medical profession in connection with tran- 
quilizer drugs. 

Dr. Streetz. No, sir: I was not. 

Mr. Meaper. So far as now, they have not done anything in this 
field ? 

Dr. Streetz. No. 

Mr. Mraper. That is all. 
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Dr. Srerite. Excuse me, maybe this is an irrelevant remark but it 
would seem to me that the Food and Drug Commission would be the 
one, since it is the one we have to pass all the new drugs through, and 
get our little slips we have to send back to state we are capable of 
investigating these drugs. They know so much more about it, it would 
seem to me that was the one to deal with this sort of situation. 

Mr. Meaper. Well, I might say, Doctor, that the Federal Trade 
Commission does have some responsibility even with respect to ethical 
drugs. I do not know what the exact quotation from the statute is, I 
think probably our counsel has the exact wording of the Federal Trade 
Commission Act; but the primary concern of this committee, as I view 
it, is the effectiveness and the efficiency with which the Federal Trade 
Commission is discharging its responsibility and apparently you were 
not even aware they had any in this field of ethical drugs. 

Dr. Steer. I thought they were primarily to take care of practices 
in old drugs. 

Mr. Meaper. In the proprietary drugs, over-the-counter drugs? 

Dr. Streetz. Yes. 

Mr. Meaper. And you were not aware the Federal Trade Commis- 
sion had any authority in this field of ethical drugs? 

Dr. Streeter. Yes, sir; I believe I was because I think I have talked 
with some other people, and I think probably Mr. Johnson when he 
visited me in New York made me aware of that and it slipped my 
mind. 

I did not know they were the ones most concerned with it, let’s put 
it that way. 

Mr. Meaper. And you are not aware of any activity or any interest 
that they have displayed in any misrepresentations made by pharma- 
ceutical houses, if any in connection with the sales of tranquilizing 
drugs to the medical profession ? 

Dr. Srreexz. No, sir; I do not know of their activity, but I do not 
think that would mean there had not been any. 

Mr. Buarnix. Doctor, you state that the instances of so-called ex- 
pansive and extravagant and indiscriminate promotional literature 
has subsided. 

Would you give us your opinion as to how this was brought about? 

Dr. Steere. Well, 1 mentioned that I think they may have heard of 
this report. I think they may know, at least in my neck of the woods, 
New York, they may know that the board of health is concerned about 
their advertising, and has started to investigate them, and I think they 
are aware of certain medical—there was an editorial by Garland, a 
few months ago, in the New England Journal of Medicine, and I think 
these various expressions of opinion about their advertising has sort 
of made them aware that they had better police their advertising. 

Mr. BiatrnrK. You feel in spite of the continued use, especially in 
the general practice, in the field of general practice, and in addition 
to the many new drugs and variations of the recently new drugs, in 
spite of that you think there will be enough of this self-discipline, 

lus the scrutiny of organizations such as your committee on public 

ealth, to keep the spotlight on any pharmaceutical firm that may 
have a tendency to be overly enthusiastic about promoting its par- 
ticular drugs? 
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Dr. Steexz. I do not know whether I am able to predict that. It 
certainly seems to be in the past year going in that direction, I 
would say. 

Mr. Buiarnrx. You feel it should continue—it bears continuous 
watching—to keep the spotlight on them ? 

Dr. Steere. I do, sir. 

Mr. Meraver. Mr. Chairman, will you yield to me? 

Mr. Biarnik. Yes. 

Mr. Meraper. Doctor, I want to ask you about this subcommittee 
on tranquilizing drugs of the committee of public health of the New 
York Academy of Medicine. 

You were chairman of that subcommittee ; were you ? 

Dr. Streetz. Yes. 

Mr. Meaper. I believe you talked about the testimony of experts 
that you took. 

Dr. Steere. Yes, sir. 

Mr. Meraper. Did you have—will you tell the committee a little 
more about the extent of your subcommittee’s inquiry into this 
subject ? 

Dr. Streetz. We 

Mr. Meaper. First of all, how many people did you have on your 
committee ? 

Dr. Steere. I think there were 6 or 7 on the committee. 

Mr. Mrapver. Were they all medical people, doctors ? 

Dr. Streets. They were all medical people. 

Mr. Mraper. How many so-called experts did you hear? 

Dr. Stree. I would say that we listened to the testimony of about 8 
or 10, chiefly psychiatrists—the psychiatrists being the ones who had 
the greatest experience with the drugs, the greatest knowledge of 
them. 

We listened to the testimony of Mr. Trichter, I think Dr. Halperin, 
also. 

Mr. Meaner. Trichter is the man, the investigator who assembled 
the literature or the advertising ? 

Dr. Streetz. Yes. 

Mr. Meaper. That was alleged to be extravagant? 

Dr. Streetz. Yes; and collected the data for us from the medical 
examiner’s office and the medical examiner himself, I think, came and 
testified before us. 

Mr. Meaper. And then in addition to the psychiatrist and investi- 
gator who else did you hear? 

Dr. Steere. I do not think there was anybody else. 

Mr. Meaper. Was there any representatives of the pharmaceutical 
houses who in a sense were the defendants in the proceeding? 

Dr. Streets. No. 

Mr. Mraper. Was there a record of your committee inquiry, I mean 
a transcript of the testimony and a record of the exhibits? 

Dr. Sreexe. No, sir; none other than this assembled report. 

Mr. Meaper. Well, you wrote a report based upon this inquiry ? 

Dr. Srrete. Yes. 

Mr. Meaper. What I am trying to get at, was the testimony of the 
psychiatrist taken down as the testimony of the witnesses in our 
hearing? 
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Dr. Steere. Yes, sir. 

Mr. Meaper. And you have that transcript somewhere, do you? 

Dr. Sreete. I suspect the Academy of Medicine has it. I am not 
familiar with how long they hang on to that testimony. 

Mr. Meaper. And the samples of the literature that Mr. Trichter, 
your investigator 

Dr. Sreete. I think he took them back with him. 

Mr. Meaper. They were not made a part of your record ? 

Dr. STEELE. No. 

Mr. Meaper. At what period were these inquiries conducted ? 

Dr. Sreeie. This was during the fall of 1956. 

Mr. Meaper. And your report was dated December 3, 1956, is that 
correct ¢ 

Dr. Streetz. Yes. I think most of our meetings were during Sep- 
tember and October. 

Mr. Meaper. Has your subcommittee taken an interest in this sub- 
ject and held any further hearings or in any other way conducted 
an inquiry into this field subsequent to December 1956 ? 

Dr. Sree.e. No, sir; the subcommittee was disbanded. We do this 
only on request. You see we investigate these matters only when we 
have a request as we did from the commissioner. 

Mr. Meaper. By the commissioner you mean whom ? 

Dr. Sreete. Commissioner Baumgartner. 

Mr. Meaper. The Commissioner of Public Health of New York? 

Dr. Sreeie. Yes, sir. 

Mr. Meaper. Is this New York Academy of Medicine a city, county, 
cr State organization ? 

Dr. Steere. It is a private organization. 

Mr. Meaper. It does not have any governmental status at all? 

Dr. Streetz. None whatever. 

Mr. Biarnix. Would it be similar to a particular chapter or branch 
of the American Medical Association ? 

I am asking is it comparable to this type of organization? 

Dr. Sreetx. No, it is an organization of the New York State— 

Mr. Prarineer. It is a local professional society ? 

Dr. Stee.e. It is a local professional society. 

Mr. Mraper. So, if there have been any Tense if there has been 
any change since—between 1956 and 1958 in the character of the litera- 
ture furnished by the pharmaceutical houses to the medical profession 
in connection with the tranquilizing drugs, your committee at least 
officially is not aware of any change? 

Dr. Sreeie. No, sir; it is not. 

Mr. Meaper. And are you personally familiar with any change in 
the quality of the advertising with respect to whether or not the claims 
are less fantastic now than they were at the time you conducted that 
inquiry ¢ 

Dr. Sreerz. I tried to convey that notion by comparing the physi- 
cian’s desk reference which is the only information I have about it. 

Mr. Meaper. You have not yourself made any effort to familiarize 
yourself with the literature furnished by the pharmaceutical firms 
since the time of your subcommittee’s report? 

Dr. Streeter. I have not, sir. 

Mr. Meaper. I notice you say, this apparently is a quote, I believe, 
is it not? 
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Mr. Buatnix. This is a summary, an extract of parts of the report. 

Mr. Mraper. I believe the chairman has already read that para- 
graph into the record. 

You call this literature extravagant and distorted ? 

Dr. Streets. I think the word “distorted” meant to imply that there 
was not sufficient space given to the side actions. 

In that sense we used the word “distorted.” That the emphasis 
was on the good things. 

Mr. Meaper. And the extravagance consists, talking about all of 
these frailties that we are subject to like nightmares and homesick- 
ness and hyperactivity, and apprehension and anxiety, excitement, you 
call the representations that this drug will cure these conditions of 
nightmares and homesickness and so on, extravagant, is that essen- 
tially correct? 

Dr. Streetz. It was probably true that they do what they say. I 
think we thought that to recommend them in all of those situations was 
not the prerogative of the drug firms. 

I believe that was the line of thought, rather than that they actually 
misrepresented and that is why I think we used the word “distorted” 
rather than “misrepresented.” 

I do not doubt if a child was homesick, and you gave him one of 
these things he might feel better and forget about it. 

I think that might easily have been true. I have had no experience 
with it. 

Mr. Meapver. Then it would not be quite true to say that your sub- 
committee found that the claims made by the pharmaceutical houses 
were untrue ¢ 

Dr. STEELE. Were what? 

Mr. Meraper. Were untrue? 

Dr. Streetz. No, sir, we did not say that, I do not think anywhere. 

Mr. Meaper. Extravagant is not the equivalent of saying that it is 
untrue? 

Dr. Sree.e. No, sir. I donot think it is the equivalent, do you? 

Mr. Meaper. Did you have in mind that it was an exaggeration? 
They claimed the drug would do more than it would really do in fact? 

Dr. Sreexe. I do not think that was the intent. I think the intent 
was to say that it was advertised—it was said to be useful in so many 
humdrum ridiculous situations that it was an invitation to patients, 
because, of course, all this literature on the drug eventually gets into 
the hands of patients, in the press and likewise, it was an invitation to 
the patients to come back and ask the doctors for this and that and the 
other tranquilizers when the doctor did not think the situation was 
sufficiently grave to warrant giving the drug, and they were frequently 
being pestered. 

Mr. Mraper. You have injected a new thought here. 

Your report says the literature which some of the drughouses are 
distributing to the medical profession but now you seem to be con- 
cerned about the information which gets to the general public. 

Dr. Streetz. Yes. The advertising is intended for the medical pro- 
fession but I do not see how it is possible for it to stop there. 

Mr. Mraper. My understanding is we have been talking about litera- 
ture which accompanied the drug itself as a sample sent to the medical 
profession, and perhaps advertising in scientific journals. I pre- 
sume the way the patients might learn about it was they might pick up 





ERT EEE I I 


port. 
para- 


there 
yhasis 


all of 
esick- 
t, you 
ns of 
ssen- 


iy. I 
iS was 


tually 
yrted” 


me of 
rience 


r sub- 
10uses 


vhere. 
t 1t 18 


ition ? 
fact? 
intent 
many 
tients, 
s into 
ion to 
nd the 
nh was 
nently 


es are 
e con- 


il pro- 


litera- 
edical 
I pre- 
ick up 


TT SEE TERR MNT ET NG VAAN RN MLO YMC NRT a 


sone 


CATT OT TE NIE a 


eR RT NIT LT 


EE 


poe ms 


FALSE AND MISLEADING ADVERTISING 87 


a scientific journal in a doctor’s office or go and buy one and they read 
about these wonder drugs and go to the doctor and say “Give me some.’ 

Dr. Streetz. Yes, sir. 

Mr. Meaper. That is what you were really talking about ? 

Dr. Streetz. That is correct. 

Mr. Meaper. You were not concerned that the doctors were being 
misled py these misrepresentations; were you? 

Dr. Streetz. Yes; I think so. Ithink—no, sir ; not misled. 

Let me put it this w ay: He was encouraged to use them in circum- 
stances where in general good judgment they were not fully warranted, 
their use was not actually warranted. 

Mr. Meaper. That is all. 

Mr. Biarnik. Do you have any further questions? 

Thank you very much, Dr. Steele. 

This concludes the hearings for this morning, and the committee 
will resume hearings on Monday next, on February 17. 

The subcommittee is now adjourned. 

(Whereupon, at 11:50 a. m., the subcommittee was adjourned, to 
reconvene at 10 a.m., Monday, February 17, 1958.) 
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FALSE AND MISLEADING ADVERTISING 
(Prescription Tranquilizing Drugs) 


MONDAY, FEBRUARY 24, 1958 


House or RepreEsENTATIVES, 
LeeaL AND Monetary Arrairs SUBCOMMITTEE 
OF THE COMMITTEE ON GOVERNMENT OPERATIONS, 
Washington, D. C. 

The subcommittee met, pursuant to recess, at 10:10 a. m., in room 
1527 House Office Building, Hon. John A. Blatnik, presiding. 

Present: Representatives Blatnik (chairman), and Minshall. 

Also present: Jerome S. Plapinger, counsel; Eric Weinmann, as- 
sistant counsel; Curtis E. Johnson, staff administrator ; and Elizabeth 
Heater, clerk. 

Mr. Buarnik (presiding). The Legal and Monetary Affairs Sub- 
committee of the House Government Operations Committee will 
resume its hearings on further testimony on the matter of advertising 
of tranqulizing drugs to the medical profession. 

I want to apologize to those who came a week ago today when we 
were to have completed the hearings but the slight snowfall disrupted 
some of the means of communication. 

Returning to the subject matter of our hearings, I believe it would 
be appropriate and I think helpful at this point to read the portions 
of an editorial by Dr. Joseph Garland, editor of the New England 
Journal of Medicine, entitled “Editorial Responsibility for Medical 
Advertisements,” which appeared in a recent (December 5, 1957) 
issue. I think this gives us a capsule statement of the problem that 
is of interest to the committee. And I quote Dr. Garland’s editorial: 

In summary, if I may speak for others as well as myself, we as physicians 
recognize and appreciate our ancient partnership and our friendly relations 
with our dynamic friends, the manufacturing apothecaries. We admire their 
scientific foundations and their genuine philanthropies and appreciate their 
cocktail parties, where our cups runneth over, but we stand a little in awe of 
the sinews that they have acquired. 

As editors we delight in the revenue from their adventures in competitive 
advertising, even as we seek to put restraints on its ultrapersuasiveness and 
keep it within the bounds that medical propriety and a sense of service to hu- 
manity have set. Our own first duty is to the public, plainly enough, and so 
is theirs, for whereas much of modern advertising in general is designed to 
create a desire where there is no need, that of the drug business should still 
be patterned on the principle of responsibility to humankind. 


The hearings this morning are a resumption of the testimony of 
Dr. Frank Ayd, Jr., of Baltimore, whose appearance here on February 
1ith last was curtailed because of the lateness of the hour. 
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FURTHER STATEMENT OF DR. FRANK J. AYD, JR., PRACTICING 
PSYCHIATRIST AND MEDICAL RESEARCHER, BALTIMORE, MD. 


Mr. Buarnrg. And, we appreciate your cooperation, Dr. Ayd, in 
returning to complete the interrogation which at that time was un- 
derway, and which we were obliged to interrupt because of the pres- 
sure of time. 

So, Dr. Ayd, if we may resume with you again this morning. First 
of all, do you have any additional statement to add to the testimony 
which you had last time, or may we proceed with the interrogation 
which at that time was being conducted by Mr. Plapinger? 

Dr. Ayp. You may proceed. 

Mr. Buatrnix. Mr. Plapinger, would you please proceed. 

Mr. Piarrncer. Mr. Chairman, before we proceed, we have received 
a statement from the AMA, with the request that it be incorporated 
with the testimony of the AMA witnesses (see appendix, exhibits 8A 
and 8B, pp. 191 and 193) and also a statement from Dr. Felix, Director 
of the National Institute of Mental Health, and from Dr. Yonkman, 
vice president in charge of research of CIBA, Pharmaceutical Prod- 
ucts, Inc. Both Dr. Felix and Dr. Yonkman will be unable to appear 
because of the rescheduling, and have requested that we incorporate 
their statements in the record. 

Mr. Buatnix. Without objection the AMA statement will be incor- 
porated in that part of the record which contains the testimony of the 
AMA witnesses in the hearings of February 12. 

Mr. Piarprncer. And the two statements of Dr. Felix and Dr. Yonk- 
man to be incorporated in the record ? 

Mr. Biarnix. Without objection the statements of Dr. Felix and 
Dr. Yonkman will appear in the record. 

(See appendix, exhibits 10A and 10B, pp. 202 and 208.) 

Mr. Plapinger, please continue. 

Mr. Puiapincer. Dr. Ayd, when you testified here 2 weeks ago you 
adverted to a personal experience of “out of context quotation,” in- 
volving a drug upon which you had performed some clinical investi- 
gation. I would like to hand you a brochure—and ask you whether 
this brochure contains the material that was found objectionable? 

Dr. Ayn. Yes, sir. 

Mr. Priarrncer. Will you read the material that is objectionable, 
Doctor ? 

Dr. Ayp (reading) : 

Ayd reported 73 percent improvement in a series of 92 ambulatory patients, 
most of whom continued their employment during the therapy. In many in- 
stances treatment was discontinued when side effects were unduly distressing. 
He found blank, that is, the X drug not effective in those psychoses in which 
confusion, anxiety, panic and psychomotor excitement were predominant symp- 
toms, and as with chlorpromazine less effective with the ambulant psychoneu- 
rotic. In this group, doses ranged from 50 milligrams to 600 milligrams a day. 

Mr. Piapincer. That is the end of the quotation / 

Dr. Ayp. That is correct. 

Mr. Puaprncer. Incidentally, our investigators have assembled this 
and other material. This is the copy of the official brochure on the 
subject which I am handing to you now with which I assume you are 
familiar. Will you examine that? Is the same material contained 
in the brochure, or substantially the same material ? 
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Dr. Ayp. Substantially the same—I am quoted twice in this partic- 
ular pamphlet. 

On page 4 they make the statement “Favorable results were also 
observed in another mixed group of patients among whom were para- 
noics and catatonics,” and then they refer to reference 4 in their bibli- 
ography. That happens to be me, I am listed as reference No.4. And 
then on page 8 they state essentially what they have in this large 
brochure. 

Mr. Piarincer. I see. And what is the basis for your objection to 
those quotations / 

Dr. Ayp. Well, sir, as I pointed out in my previous appearance, the 
objection that I had is this, that although what they say here is cor- 
rect, this is what I reported to them, they left out a part, namely, 
that these therapeutic effects were obtained at a certain risk of side 
effects which I felt were sufficiently severe that some mention should 
be made of them. And my objection was to being quoted not in toto 
but only in part. 

They have here the part which would be favorable toward the com- 
pound, but they leave out mention of the side effects except to say-‘ 
many instances”’—they don’t indicate in how many—treatment was 
discontinued when side effects were unduly distressing. 

Mr. Puarrnerr. In that connection, in how many instances was 
treatment discontinued, Dr. Ayd ¢ 

Dr. Ayp. Well, to answer your question easily, 1 would have to 
look in my records. I have material here I could look it up and 
perhaps answer that question for you. 

Mr, Praprincer. What are you reading from / 

Dy. Ayp. This is a carbon copy of my correspondence. 

Mr. Prapincer. Does this contain the report that you made to the 
drug company ¢ 

Dr. Arp. Yer. The usual procedure is that the clinical investigator 
sends a report to the pharmaceutical firm of the work he is doing, he 
first sends in a progress report, and then when the work is completed 
he sends additional reports later on. All I have of course is carbon 
copies of my correspondence with the pharmaceutical firms. 

Mr. Priarincer. Is there an “in progress” report ¢ 

Dr. Ayp. I have an “in progress” report here. This was dated 
March 17, 1956. In that letter I stated that “because I encountered 
the high incidence of side effects in the first group of 50 patients, 
I have decided to give this drug to a larger group of patients with the 
object of being able to give you a comprehensive clinical evaluation. 

At the present time, I have a total of 92 patients on the drug. I will 
submit to you a complete detailed report on these patients at a later 
date. 

Mr. Prapincer. I see. Do you have that later report with you? 

Dr. Ayp. Yes, sir. I do. On April 26, 1956, I reported on the 92 
patients. This report doesn’t give any percentages, and I didn’t break 
down my data into a percentage basis. The 73 percent stated in this 
brochure must have been done by someone up there. 

Mr. Piapineer. Is the 73 percent accurate ? 

Dr. Ayp. Could you give me 2 minutes to make a calculation ? 

Mr. Piaprncer. Yes—75 percent would be 69 

Dr. Ayp. That is substantially accurate, yes, sir. 
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Mr. Pxaprncer. Will you spell out a little more in what respect the 
quotations in the brochure and the advertising material is inaccurate 
or misleading ? 

Dr. Ayp. Well, they state, “In many instances,” 
now from the brochure ; “treatment was discontinued Ww hen side e 
fects were unduly distressing.” 

In my report to them I stated: 

The seriousness of the side effects is illustrated by the fact that of the 92 
patients treated [the drug] had to be discontinued in 64. Thirty-eight patients 
refused to take [the drug] even when it was helping them psychiatrically because 


of visual disturbances it caused. Urinary disturbances necessitated discontinu- 
ation of [the drug] in 12 patients. 





And then I listed other reasons in addition, for example, increased 
seizures, paralytic items, dermatitis, toxic psychosis, depression, 
anxiety over anticholinergic side effects. These were the reasons why 
the patients—either stopped it of their own accord or I had to stop 
it because we weren’t able to counteract these side effects very well. 

Mr. Puiaprncer. I see. So in spite of the fact that there was some 
improvement in the 73 percent, the drug had to be discontinued because 
of the side effects ? 

Dr. Ayp. That is right. 

Mr. Piapincer. And this is the aspect in which the quotation is out 
of context ? 

Dr. Ayp. Yes. 

Mr. Piartncer. And I believe we adverted last time that you had 
concluded that “the use of the drug was seriously limited by trouble- 
some and potentially dangerous side effects making the clinical use 
hazardous” ? 

Dr. Ayp. That wasa conclusion in a publication. 

Mr. Piarrncer. Was that contained in this 

Dr. Ayp. No, sir; in this report all I told them was what we found 
with the drug, they have to form their own conclusions, that is not for 
me to do. 

Mr. Priaprncer. Incidentally, in going back to the source of that 
article, I notice that the reprint of the article contains the cone heated 
that— 


This study demonstrates that [the drug] is seriously limited by troublesome and 
potentially dangerous side effects. In spite of the therapeutic activity of [the 
drug] these toxie properties make its clinical use hazardous. 

And I notice that this conclusion is in the reprint, but not in the 
originally published article. Are you aware of that? 

Dr. Ayp. Yes, sir, I am. 

Mr. Puarrncer. Is there any explanation for the omission of the 
conclusion in the published text rithae than in the reprints? 

Dr. Ayp. If there is an explanation I don’t know the answer to that, 
sir. All I know is that this is what happened. It is a matter of record, 
but I can’t explain why it happened. 

Mr. Buarnik. May I ask, who published the original text and who 
had the additional reprints made? 

Dr. Ayp. Both the same publisher, Mr. Blatnik; in other words— 
when you submit an article for publication, when the publisher sends 
you a galley proof he also submits to you an order blank for reprints. 
Now, I ordered reprints, which I do with all my publications, so that 








ee Oe ee 


a 


a 


A IL IEE 


EN A 


2 RNA RE IS 


ct the 
curate 


adin 
de ef- 


the 92 
atients 
because 
‘ontinu- 


reased 
ession, 
is why 
0 stop 
y well. 
s some 
ecause 


1 is out 


ou had 
rouble- 
cal use 


» found 
not for 


of that 
clusion 


ome and 
’ of [the 


> in the 


of the 


to that, 
record, 


nd who 


words— 
er sends 
‘eprints. 
_ so that 


ES RR OL J = 
TEP A TRL OT TRE TIT NH LTR LE TINT LI PETES 


Sooo 


A. A RE NIECE, NOE RI Sy VOL AGE Fm 


ROG OC TITS TY RNR 


no Se oer 


~arapess 


FALSE AND MISLEADING ADVERTISING 93 


if anybody writes and wants a copy I have it on hand. And at that 
time I ordered presumably my standard, which is a thousand, and the 
usual policy is, a reprint is always identical to what is published in 
the journal. Now, in this particular instance, I can’t answer the 
uestion because this issue of the journal came out while I was in 
Rinope at the International Symposium of Psychopharmacology, and 
it wasn’t until I returned that the reprints came in with the conclu- 
sion on them which had been left out of the original article. 

Mr. Puapincer. Incidentally, Doctor, what is the method of 
operation with respect to use of a physician’s name in connection with 
anxical investigation that he does on a specific drug? 

Dr. Ayp. Use in what respect, sir? 

Mr. Piarrncer. Well, in connection with the promotion of the 
product, for instance. 

Dr. Ayp. Well, as I told you before, the usual policy is, the 
pharmaceutical firm writes and gets written permission from the in- 
vestigator to use his material either in direct mail promotion or in 
advertising in a journal, Some companies go beyond that, they even 
send you the actual copy and give you a chance to make any editorial 
corrections you want, so that you are certain that you are not being 
quoted out of context—because that can happen, after all the copy- 
writing and the advertising is done by lay people, and a sentence in 
your paper may sound very good, and they will take it out, and 
apparently—now I don’t know the inner working of the pharmaceu- 
tical business—but apparently the copy goes to the editorial depart- 
ment, who do their own editing, and from there they may go to their 
own editor, or they may mail it to us, or write a letter, or on occasion 
if they are in a hurry, they will call you and read to you what they 
want to quote and ask permission, and then you are asked to send 
a written authorization, upon the receipt of w iich they go ahead and 
use your material. 

Mr. Piapincer. Did they obtain your permission in this instance ? 

Dr. Ayp. No, sir. 

Mr. Piarrncer. And as I recall from your previous testimony, 
you said that you had protested the use of this material out of con- 
text, and that there had not been any retraction sent out? 

Dr. Ayp. No, there was no retraction. I did protest it, and as I 
stated 2 weeks ago, on the basis of my protest, representatives of the 
firm came to see me, and we discussed the pros and cons of the situa- 
tion, and the agreement was that I would not be quoted out of context 
again. 

As far as I know, what has happened is, I have never been quoted 
at all, I have just been dropped completely from all references re- 
lating to this particular product. Now, as far as retraction is con- 
cerned, they—I never requested one, to be perfectly honest, I mean, 
because I wasn’t fighting with them, I had no reason to fight with 
them, I just wanted to make clear I didn’t want to be quoted out of 
context, I had no objection to using what they did use if they added 
to it. Apparently they were unwilling to add to it, so they just 
dropped it. But to ask for a retraction I considered rather petty and 
I didn’t bother with it. Of course, the unfortunate aspect, as I pointed 
out 2 weeks ago, is that this type of material was sent out to a large 
number of physicians in the United States—and this is what really 

25489—58——7 
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galls me—I have worked very hard to maintain a reputation for hon- 
esty and integrity, and this was so contrary to what I published in 
my article that people would say, “What is this fellow doing, working 
both hands at the same time?” 

Before this brochure came out I gave a talk at the New York State 
medical society sesquicentennial meeting. In that talk I made a state- 
ment then that although the drug was active, it also has side effects, 
I named the side effects, and me the statement that it was a risky 
compound to use—I am not saying it shouldn’t be used at all, but that 
> should be used with the full knowledge of what it is capable of 

oing. 

So I had already gone on public record in making one statement, 
and then this came along later quite contrary, you see, and rather 
than look like a chameleon, I objected, and said, “Look, if you are 
going to quote me, quote me totally or not at all.” 

So that is the explanation. 

Mr. Piarrnerr. I believe you also said when you testified 2 weeks 
ago that you hadn’t received any requests from this company since, 
to perform any clinical investigations ? 

Dr. Ayp. That is correct. 

Mr. Piaprrtncer. Now, was this drug developed by this company in 
the first instance ? 

Dr. Ayp. No, sir. 

Mr. Piaprncer. Was it developed by another domestic company ? 

Dr. Ayp. Yes—well, I don’t know what you mean by developed. 
Initially another company had the compound, and I had also done 
work for that company with this compound. But that work was 
prematurely discontinued because another investigator had run into 
some fairly serious side effects, and the company that had it at that 
time then decided to drop it, and later on this firm came up with the 
ome for clinical investigation again. 

Mr. Puiapincer. The reason I mentioned domestic companies, is 
I recall that this was not developed here, it was developed in Germany, 
is that correct ? 

Dr. Ayp. That is correct. This particular compound was original- 
ly a German drug, and it is in use in Germany today. But to make 
the point clear, many pharmaceutical firms in this country get com- 
pounds from Europe which they screen themselves both in the labora- 
tory and clinically to determine whether it would be something that 
they would be interested in. This drug was originally a German 
compound, and then X company in the United States cad it first, they 
discontinued their work with it and then this particular firm picked 
it up sometime later. 

Mr. Piaprncer. Are you familiar with the experience that the Ger- 
mans had with the drug? 

Dr. Ayp. I am familiar with what is published in the literature, 
plus what material was furnished me as a clinical investigator. Now, 
to clarify that point, when a clinical investigator is approached by a 
shatmidnoek few to do work, we, in order to know what we are 
working with, ask, and are usually voluntarily given, background in- 
formation on the drug, namely its chemical structure, the pharmacol- 
ogy that has been done with it, animal work that has been done with 
it, and in the case of European products, what human work has been 
done with the compound. So that we have some idea about it before 
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we start giving it to people, and also we will know in part what we 
might expect on the basis of the knowledge of its chemical structure 
as well as its pharmacologic action in animals, and if it has been used 
in humans, it is good to know what the experience has been up to this 
time. I am familiar with it because this material was furnished me 
by both firms, that is, the first firm that had it, and the second firm 
that had it, plus also what was published in the foreign literature—I 
don’t claim to know all of it, but I know some of it—because we get 
some foreign journals and keep up with the literature that way. 

Mr. Prapincer. What was the foreign experience with the drug? 

Dr. Arp. Well, the foreign experience as far as animals and pharma- 
cology data is concerned was identical. Some of the foreign investi- 
gators had encountered side effects with this compound before we 
had started working with it, and there were some actual publications 
of side effects with this compound before we had gotten along very 
much with our own clinical investigation in this country. 

Mr. Piarrncer. What were some of these side effects, Doctor? 

Dr. Ayp. Well, the most serious one was agranulocytosis which was 
reported both in Germany and in Norway, others such as dryness of 
the mouth, constipation, and blurred vision were also reported, but 
the most serious one was the agranulocytosis. 

Mr. Puartncer. Incidentally, one of our investigators found that 
an abstract of an article in the British Medical Journal in which it was 
said that the widespread use of the drug is not justifiable. Are you 
familiar with that by any chance? 

Dr. Ayp. May I see what you have, please, sir ? 

Mr. Buatnrk. Would you identity the abstract, Mr. Plapinger, 
what publication and what date ¢ 
. = PLapIncer. I may need some medical advice. It is A. M. and 

Dr. Hotianp. Antibiotic Medicine and Clinical Therapy ? 

_ Mr. Praprncer. Thank you, Dr. Holland. This is the August 1957 
issue. 

Dr. Arp. This is an abstract actually of an article which appeared 
in the British Medical Journal in January of 1957. And what the 
man does is list the behavioral changes produced by the drug, and then 
goes on to list side effects which he terms serious, such as jaundice, 
again, agranulocytosis, and one patient died with agranulocytosis ac- 
cording to this abstract. And then he went on to make the statement 
which you have already read. 

Mr. Priarrncer. There is another article that we obtained which is 
a reprint of an article from the American Journal of Psychiatry on 
this drug. I would appreciate it if you would look at this and tell us 
whether there are any incidence of agranulocytosis reported in that 
article? 

Dr. Ayp. Just of agranulocytosis, is that all you want? 

Mr. Praprncer. That is right. 

Dr. Ayp. No, sir, he doesn’t list it. He has side effects listed in table 
6, but agranulocytosis is not listed. Incidentally, for a matter of 
record, this is not a reprint. This is a photo-offset. 

Mr. Piaprncer. I see. But it contains the same material as in the 
original article? 5 

Dr. Ayp. Yes—I would have to compare it with the original article, 
but I assume it is, it is a photo-offset. Again, to keep the record 
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straight, photo-offsets are sometimes used as advertising material, be- 
cause it is less expensive than the original reprints might be. So that 
a firm will have a photo-offset made and then mail it to X number of 
physicians throughout the United States. So this is not strictly 
speaking a reprint, it is a photo-offset of a reprint. 

Mr. Piapincer. I see. But it doesn’t raise any doubt in your mind 
whether it is a reprint of the article that appeared ? 

Dr. Arp. No, it doesn’t, but to be precise I would have to check it, 

Mr. Piapincer. But if it is a photograph of a reprint, presumably 
the reprint of the original article, and it is reasonable to assume that 
this is a copy of the original ? 

Dr. Ayp. That is right. 

Mr. Piarincer. Now, I assume that you are familiar with most of 
the literature on this drug? 

Dr. Ayp. I wouldn’t say familiar with all of it, but I am familiar 
with the literature in a general way, shall I say. 

Mr. Piaprncer. At the time that this article appeared, were there 
any cases on record of agranulocytosis? 

Dr. Ayp. Yes. This was published in August of 1957. There were 
cases—you see, here is 1 in here, January of 1957, in which there are 4 
cases, 1 of whom died. 

Mr. Puiaprncer. I think that article is—— 

Dr. Arp. Are you talking about American literature now ? 

Mr. Puiaprncer. That is right, American literature. This article 
was abstracted in August of 1957, I believe, is that right? 

Dr. Ayp. Yes, but the original article was published in January. 

Mr. Prarincer. But in Britain ? 

Dr. Ayp. Yes. 

Mr. Piaprncer. How about the literature here prior to the August 
1957 issue of the American Journal of Psychiatry. Were there cases 
on record of agranulocytosis ? 

Dr. Arp. Yes. In the journal which you have there and in which 
my article appears I reported one case of agranulocytopenia, and then 
there have been others reported—lI have to look it up to tell you the 
precise journal that they were in, and the precise date of publication, 
but unless my memory fails me there were prior publications beside 
mine of agranulocytosis. 

Mr. Puaprincer. Incidentally, could you furnish those references 
for our files when you get back to your office? 

Dr. Ayp. Oh, yes. 
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Mr. Puarincer. Yes, but would it be reasonable to assume that if 
there were side effects, deaths from agranulocytosis, that that would 
be included in the article? 

Dr. Ayp. Only if the author himself had experienced the case, then 
I would say if he actually has had a case one would normally expect 
anyway that he would report it. 

Mr. Piaprncer. Do I gather from your statement before concerning 
the photo-offset that this was distributed to the profession ? 

Dr. Ayp. Well, now, I don’t know, I just assume that. This is the 
usual policy. A firm either distributes actual reprints themselves or 
photo-offsets. Photo-offsets are a little less expensive, so that if they 
plan any widespread distribution, at least I would assume that for 
financial reasons they would use a photo-offset. 

Mr. Piaptncer. Did you ever receive any of the wide-spread distri- 
bution on this drug in which there was reference to deaths from agran- 
ulocytosis ? 

Dr. Ayp. Not from a pharmaceutical house, no. 

Mr. PLapincer. From a drug company ? 

Dr. Ayp. I have reprints, yes, but they were obtained directly from 
the author and not from a pharmaceutical house. 

Mr. Prartncer. Are you familiar with an article that appeared 
in the same journal] in an earlier issue ? 

Dr. Ayp. On this particular compound ? 

Mr. Priarrncer. You wouldn’t know the author, we have that 
blocked out. 

- Dr. Ayp. There were previous articles in this journal on this par- 
ticular compound, I don’t know the exact number, I would take a lit- 
tle guess of 3 or 4 or maybe a half a dozen. 

Mr. Puiartncer. Would you recall whether any of those reported 
instances of death from agranulocytosis? 

Dr. Ayp. To the best of my knowledge, yes, one did. I don’t 
know how many months earlier precisely; I would say possibly 4 or 
5 months earlier. 

Mr. MinswHatvt. Mr. Chairman. 

Mr. Briarntx. Mr. Minshall. 

Mr. Minsuatu. Doctor, I believe you previously testified to the in- 
cidence of toxic effects, bad side effects of these various drugs, and 
one of them was this agranulocytosis. Did you testify to the degree 
of incidence of agranulocytosis? 

Dr. Ayp. Yes, I did. 

Mr. Mrnsuatu. Would you repeat that, please? 

Dr. Ayp. The incidence is approximately one one-hundredth of 
1 percent, and perhaps even less than that. You can only base that 
on the actual reported cases worldwide. There are less than a hun- 
dred reported worldwide and millions of people have been given 
phenothiazine drugs which are the ones which cause agranulocytosis, 
which are used as tranquilizers. There are other drugs which cause 
agranulocytosis which are widely used and even cause a higher in- 
cidence, thiouracil for example, which is used for the treatment of 
thyroid disease, runs about 114 percent, I think, I am not speaking 
on that, the approximate—— 

Mr. Mrnsnaty. Even with that low incident rate of one-tenth of 
1 percent, even after you have discovered that the person is allergic 
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in that regard, the moment you withdraw the drug they recover, do 
they not? 

Dr. Ayp. Unfortunately, not always. 

Mr. Mrnswary. What is the mortality, then, of that one-tenth of 1 
percent ? 

Dr. Ayp. The mortality is approximately 40 percent. 

Mr. Mrnsnatt. In other words, out of a thousand patients treated, 
how many would be expected to die? 

Dr. Ayp. I couldn’t answer that question, sir. 

Mr. Mrnswatu. On the basis of your statistics? 

Dr. Arp. You see, this would be an instance of roughly one in a 
hundred thousand, so that to bring it up, if you have a million peo- 
ple, who will get this combination of agranulocytosis with a mortal- 
ity rate of 40 percent, then theoretically on a statistical basis you would 
have four in a million that would die. 

Mr. Mrnswatu. That is all the questions I have. 

Mr. Puiarrncer. Doctor, going to another drug, our investigators 
have assembled a number of advertising pieces, and if you will, we 
would appreciate if you would comment on the advertising claims 
made for each drug. Now this is a pamphlet that is dated August 
1957, and you can remove the masking tape to see what the name of 
the drug is and replace it. I think the material that we are interested 
in is on page 25, where there are some claims made for the drug. 

Dr. Ayp. Yes, sir; I have page 25. 

Mr. Praptncer. Is there some underlined material that refers to 
no jaundice or blood dyscrasias? 

Dr. Ayp. It states “jaundice and blood dyscrasias have not been 
encountered in clinical studies to date.” 

Mr. Piarrncer. Are you familiar with this brochure? 

Dr. Ayp. Yes, sir. 

Mr. Priartncer. Will you discuss those claims for the committee? 
What is blood dyscrasias ? 

Dr. Ayp. Well, there are three types due to drugs. One is agranu- 
locytosis. 

Mr. Piarincer. I was afraid of that. 

Dr. Ayp. Agranalucytosis means a depletion of the neutrophils, 
which are a division of the white blood cells. They are the ones that 
we use to fight infection; in other words, if you get pneumonia you 
have an elevated white count with a tremendous rise in the neu- 
trophils because they are the body defense against infection. In 
agranulocytosis you have a drop in the total white count plus a total 
absence of white cells, that is neutrophils. Agranulocytosis means 
without granule cells in the blood picture. 

Another type of blood dyserasias is nonthrombocytic purpura. 
You get blotches all over your body. 

Another form is aplastic anemia. 

Mr. Piarincer. Agranulocytosis is a form of blood dyscrasia ? 

Dr. Ayp. That is correct. 

Mr. Piaprncer. And you say you are familiar with the literature 
on this drug? 

Dr. Ayp. Well, again I would have to say I don’t know all the 
literature ; I am familiar with a good bit of the literature. 
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Mr. Prarrneer. Are you familiar with any reports of agranu- 
locytosis ? 

Dr. Ayp. Published reports? 

Mr. Piaptncer. Published reports or any other. 

Dr. Ayp. There are no published reports. 

Mr. Piarrncer. Do you know of any unpublished reports? 

Dr. Ayp. Yes, sir. 

Mr. Piarincer. Can youtell us something about those ? 

Dr. Ayp. I had one. I had a fatal case of agranulocytosis with 
this particular compound. 

Mr. Piarrncer. Prior to the time that this brochure was prepared ? 

Dr. Ayp. Yes, sir. 

Mr. Piarrincer. Incidentally, the date of that brochure is what? 

Dr. Ayp. August 1957. 

Mr. Puiarincer. Despite the fact that there were some lags reported 
in between the submission of the publication, I have circled a number 
of instances in the bibliography which contained reference to material 
dated July and August. I just bring that out for the purpose of 
pointing out that this publication undoubtedly went to press some 
time in August. 

Dr. Ayp. Yes,sir. I would assume that. 

Mr. Prarrneer. So that you had reported a case of agranulocytosis? 

Dr. Ayp. I had not reported it at that time in the literature. 

Mr. Piarincer. But you had reported to this company, I believe 

you said? 
" Dr. Ayp. Yes, I had reported it to the companies. I think, to keep 
the record straight, that I had better fill you in on the background 
to this, to prevent any misunderstanding. This particular compound, 
when it first came out for clinical investigation, was in the hands of 
three different pharmaceutical houses. At that time the patents hadn’t 
been settled, and I obtained this compound from 2 of the 3 companies 
who had it. The patient who died from the agranulocytosis, was re- 
ceiving the compound not from this company; it was from the other 
firm. However, since chemically it is identical, I not only reported 
it to the firm that made the compound that this patient received, but 
also to this particular firm, since it was the same drug. 

Mr. Piarrncer. You mean to the company that produced the bro- 
chure ? 

Dr. Ayp. Yes; this was the company that finally marketed it, and 
I notified them as well as the other that this had occurred. And the 
notification was in June 1957, when the patient died. 

Mr. Puarrncer. I see. Now, what about the claim on jaundice, 
Dr. Ayd? 

Dr. Ayp. To my knowledge that is true. There have been none 
that I know of reported either in the literature, nor have I heard any 
rumors from any of my colleagues who do investigative work. So 
to my knowledge this is still true. There have been no causes of 
jaundice with this drug. 

Mr. Piartncer. No cases of jaundice ? 

Dr. Ayp. No cases of jaundice, that is right. 

Mr. Piarancer. Now, we have mentioned agranulocytosis. You 
started to refer before to the incidence of agranulocytosis. 
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Dr. Arp. The incidence is less than one one-hundredth of 1 percent 
worldwide. This is now dealing exclusively with agranulocytosis, 
due to what we call phenolthiazine derivatives which are drugs used 
as tranquilizers. The incidence varies with the type of drug, what 
group it falls in, whether it is an anticonvulsant or an antibiotic, or 
antithyroid drug, or so forth. For some groups it is much higher 
than for the phenolthiazine derivatives used as tranquilizers. Mind 
you, I would like to emphasize that because the drug causes this, 
loesn’t detract from the value of the drug, and it certainly wouldn’t 
deter me from prescribing the drug. Predecessors, for example, to 
this compound have 2 or 3 years earlier been known to cause agranu- 
locytosis, but that certainly didn’t inhibit the sale of the drugs, the 
sales went up steadily. So for a doctor to know that a drug < causes 
agranulocytosis, isn’t going to stop him from using it, any more than 
the fact that penic illin sometimes causes skin irritation and so forth 
to stop him from using it. 

Mr. Piaprncer. You don’t question that he ought to know it? 

Dr. Ayp. I don’t question that he ought to know it. If I may 
illustrate that, one of the first tranquilizers that came out, now we 
know very well causes jaundice, but when it first came out this was 
not known either by the pharmaceutical house or the investigators. 
Consequently, some patients who developed jaundice on this drug 
were subjected to what we could now call unnecessary surgery, you 
couldn’t have said it was unnecessary then, because since a drug 

yasn’t suspected and a patient was jaundiced, and in an age group 
sometimes in which carcinoma of the gall bladder and so forth are 
fairly common, the physicians have wisely and properly had the 
surgeon see the patient and the surgeon deemed it pr clini to operate 
on the assumption that this was a possible malignancy, only to find 
that they had obstructive jaundice. Then the operation of course 
turned out to be in a sense unnecessary. Since it became known that 
this drug does cause jaundice, no one does unnecessary exploratory 
surgery, because if the patient gets jaundice and he has been on this 
drug, the first thing you assume is that the jaundice is due to the drug 
and not to any other pathology. So the dissemination of information 
about side effects is very important, because if you know the drug 
is going to cause it or is likely to cause it, naturally you are going 
to first rule out whether the drug had any thing to do with it. If the 
drug didn’t, then you have to search in other areas to explain the 
complication. 

Mr. Minsuatu. Doctor, what you have said here today is that there 
are many more drugs in common use in the medical profession that 
are considered much more dangerous as far as mortality is concerned 
than these drugs we are talking about ? 

Dr. Ayp. I think that is true, I don’t think there are any questions 
about that. 

Mr. MrinsuHauy. You mean there are sulfas and penicillin and all 
those ? 

Dr. Ayp. Yes, the thyroids. 

Mr. Mrnsuauu. That have a much higher degree of incidence of 
mortality than these ? 
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Dr. Ayp. I can’t speak with authority about the mortality, because 
I don’t know that—I don’t work with those drugs—I can only say that 
my impression from reading the literature is that this is so. 

Mr. MrnsHauu. You just testified a minute ago to that effect ? 

Dr. Ayp. Well, we do know for example that the sulfa drugs pro- 
duce a higher incidence of agranulocytosis. We know that one of 
the antithyroid drugs produced a fairly high incidence of agranu- 
locytosis. But the occurrence of this doesn’t detract from the value 
of the drug, and I wouldn’t want to give this committee the impres- 
sion that because the company failed to mention it that this really is 
a mark on the efficacy of the compound, it isnot. The important thing 
is the knowledge that this potential exists, so that when you are using 
it you can watch for it. You are left in the dark. If you don’t know 
that this potential exists. 

Mr. Mixsua.t. I am not defending the fact that they failed to show 
the bad side effects, I just wonder, for the committee’s information, 
I think it should be shown in the record what the mortality rate of 
other drugs is. 

Dr. Ayp. Let us just simply say that with actual experience now, 
which is over 5 years, of using these compounds widely the world over, 
no one would make the statement to my knowledge that these drugs 
are any more dangerous than anything else we use. As a matter of 
fact, you can’t name a side effect that these drugs produce that I can’t 
show you can also be due to phenobarbitol. It causes jaundice, blood 
dyerasias, skin reactions, and so forth. And so they are as safe as 
any other compound currently in use and even used more widely. 

Mr. Prarrncer. I would like you to look at the newspaper clipping 
and a brochure pamphlet on ataraxics, and let us have your comments 
on them, if you will. Incidentally, the pamplet was distributed at 
a meeting of the American ‘Redden of General Practitioners in 
mare of 1956, I don’t know whether you are familiar with that or 
not { 

Dr. Arp. I have seen this pamphlet; yes, sir. 

Mr. Prarrncer. Will you leaf through that and discuss some of the 
contents ? 

Dr. Ayp. Which do you want me to do first, the newspaper article? 

Mr. Prartncer. You take it whichever way you like. May I inter- 
rupt just one second to say that this newspaper clipping is a clipping 
that was the subject of some discussion during Dr. Kline’s testimony 
on the premature publicity given a drug by one of the drug houses, 
and which involved the National Association of Sciences Writers? 

Dr. Ayp. I am familiar with it. 

Mr. Piaptncer. You are familiar with it? 

Dr. Arp. This is the A. P. release. I haven’t read it in toto, if you 
can wait a minute I will finish reading it. : 

I have read the newspaper. 

Mr. Praprncer. I believe that the newspaper clipping speaks of 
comparisons with other drugs ? 

Dr. Arp. Yes, sir. 

Mr. Priaptncer. Would you like to comment on that? 

Dr. Ayp. Well, I have already commented on it actually in my 
prepared statement. 

In my prepared statement I pointed out—I will have to go back 
a little bit—I said: 
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Unfortunately the pharmaceutical industry has a few members who have re- 
sorted to a type of introductory ballyhoo and advertising foreign to the good 
taste that has characterized the industry and which the medical professional con- 
siders proper for its tacit partner. They have not hesitated to market new 
drugs on which the clinical work done is sufficient to satisfy the safety require- 
ments of the Federal Drug Administration, but hardly enough to establish the 
claims made for its clinical uses or its freedom from side effects. Furnished 
with this inadequate information, the copywriters for their ads, some of whom 
are obviously skilled in the dubious journalistic art of omission, proceed to 
extoll the products assumed assets by blatantly stating that the new drug does 
not cause the dreadful, undesirable liabilities of its predecessors. 

Now, that is what I had in mind, or this type of thing represents 
what I had in mind, because here they are dealing with one drug, and 
it apparently conveyed to science writers who wrote this release the 
impression that that X the other drug, they said— 
can sometimes cause such things as shock-like drop in blood pressure, and jaun- 
dice, racing of the heart, reduction in disease-fighting white cells, and a condi- 
tion resembling shaking palsy. Also there is pain at the sight of injection and ir- 
ritation in the tissue if this drug is administered by needle. Like this drug, the 
new drug is quicker acting than the second widely used drug in the tranquilizing 
field. And so far the new drug has shown none of B drugs’ undesirable side 
effects, including the possibility of inducing marked depression with suicidal 
tendencies, the researchers reported. 

Now, what this implies is that the new drug is so much better, be- 
cause it doesn’t do all of these things that the other ones do. 

Mr. Piaprincer. What is wrong with that, if it is true? 

Dr. Ayp. Nothing is wrong with it, if it is true. But you see the 
new drug belongs to the same chemical group as the predecessors that 
they are pointing out which causes all these side effects. Now, just 
on the basis of chemical structure alone there should be an assumption 
that the possibility of causing these side effects exists. At the Inter- 
national Symposium in Milan last year I made a specific issue of this 
sort of thing, and cautioned all the doctors at the international meet- 
ing to be a little chary of accepting statements based on a few cases, 
where not only were the number of cases few, but the time of adminis- 
tration was rather short. And I made the same point in the current 
Medical Digest to roughly 160,000 practicing ore in the United 
States, warning them that time and the number of patients to whom 
a drug is given is the important factor in determining the drug’s po- 
tential to cause side effects. And at Milan I reported that the side 
effects which this new drug—as to which the claim was made that this 
new drug did not cause, actually do occur with this drug. 

Mr. Puaprncer. I see, will you look at the pamphlet that I have 
passed over to you? 

Dr. Ayp. Yes. 

Mr. Piarincer. Do you have any comment to make on that? 

_ Dr. Ayp. Well, the comment I would make, sir, is this. The current 
issue of the New England Journal of Medicine which Representative 
Blatnik referred to before has—and I brought this along so I could 
quote them accurately 

Mr. Puiarincer. What is the date of that issue? 

Dr. Ayp. February 13, 1958, they stated authoritatively their code 
for advertising. Now, if I can use them as an authority, so to speak— 
and I must say that I agree with this, I think it is an excellent state- 
ment, and if everybody abides by it we shouldn’t have any trouble— 
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they make certain points in here that would be valid in discussing this 
pamphlet—— ; 

Mr. Minsuatt. I think the record ought though to show just what 
the pamphlet brings out. I haven’t seen 1t-—— 

Mr. Piarincer. I assume Dr. Ayd will be discussing that in connec- 
tion with his quotation from the New England Journal of Medicine. 

Am [ right, Doctor? 

Dr. Arp. Yes, sir. 

Mr. Prarrncer. I assume that is the purpose of it? 

Dr. Ayp. In the New England Journal of Medicine they state in 
point No. 4 under “Concerning claims, endorsement and statement and 
manner of preparation,” they state “Material prepared should avoid 
direct comparison with other products unless such comparison is con- 
structive and contains acceptable and available evidence.” __ 

That is the first point, because in this pamphlet there is a com- 
parison between four drugs here. 

Mr. Buiatnix. Doctor, what is the objection to comparing with other 
drugs to show either any advantage or positive reactions? 

Dr. Ayp. There is really no basic objection, sir, providing the com- 
parison has validity—and I can illustrate that here—this pamphlet is 
designed primarily to emphasize the value of a particular compound. 

Well, it was new—actually I am not sure it was, but I believe 
that this pamphlet preceded the actual placing of this drug on the 
market—in other words, if this was March 1956, as your counsel 
states, and then this did proceed—but how much I don’t know—but I 
know that this—I would have to look it up—but I am almost positive 
that this drug was not on the market, when this pamphlet was dis- 
tributed. Now, what they do is, they compare the new drug with 
the three other tranquilizers which were most popular at that time. 
First of all, unless you make a comparison between an equal number 
of patients, the comparison is not too valid. 

Mr. Piarincer. The other three drugs have been in some use at that 
time, is that the point ? 

Dr. Ayp. This first drug here has been on the market probably 3 
years before the new drug, and had been given by that time to a large 
number of patients, and therefore a great deal was known about the 
side effects that this drug would produce. The next drug in order here 
was on the market at least 2 years, if not a little longer, and also used 
widely both in the hospitals and outside of hospitals, so again a great 
deal of knowledge existed about the side effects of this drug. 

Now, the other drug that they compared it with also had been out 
roughly a year, I would say, maybe not quite that long, I am not posi- 
tive of that, but at any rate it had already been out and had been given 
to a fair volume of patients, and therefore something was known about 
its side effects. Now, the new drug that they ah the comparison 
with here, couldn’t possibly, have been given to too many patients— 
it could have been—I don’t know how many patients were given 
this drug, but they stated no complications reported to date. 

This goes back to what I said in Milan, time and the number of 
patients tell you about complications—I mean if you gave a drug, 
any drug, say to 10,000 patients, but if you only gave it 1 day you 
are not going to know very much about side effects. It is not just the 
volume of patients, but the time factor; for example, some of the side 
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effects that they list for the other drugs here—in fact, all of these 
occur, there is no deceit there, they are not accusing the other drugs— 
of causing something they didn’t produce, they do. But some of these 
an effects would occur only in using fairly large doses over a period 
of time. 

Mr. BuiatntK. So your point, Doctor, then, as I understand it, is 
that this type of promotion, when they compared a new drug with a 
very limited record of testing and clinical observations, the compari- 
son is unwarranted, when made with a known drug that has been 
used on a larger scale and longer period from 2 to 3 years? 

Dr. Ayp. I would have to qualify my answers, because I have done 
comparisons with new drugs opposed to drugs which had been out. 
But what is necessary then, is to state how many patients got the 
new drug and for how long a period of time. 

At the American Psychiatric Association’s meeting last year I made 
such a comparison, but I think I fulfilled all the criteria, I stated how 
many patients had the drug and what dosage and for how long a pe- 
riod of time. And then also I had a qualification in there to the ef- 
fect that nevertheless since this drug hasn’t caused some of these 
side effects that the other do, since it belongs to the same chemical 
group, physicians have to be on the alert for possible adverse reac- 
tions and institute counteracting measures immediately. 

This is a matter of record that has since been published in the Amer- 
ican Journal of Psychiatry and also in Diseases of the Nervous Sys- 
tem. 

Mr. MrnsHatu. This pamphlet came out in 1956, that we have been 
talking about, is that correct? 

Dr. Arp. That is correct, sir. 

Mr. MrinsHAtt. Since they said there are no complications to date 
for the drug that they are promoting, have there been any compli- 
cations up to this date, 1958? 

Dr. Ayp. Yes, sir. 

Mr. Minsnatt. In other words, this was misleading and unfair ad- 
vertising at that time in your opinion? 

Dr. Ayp. You will have to decide whether it is unfair, all I am 
going to tell you is the facts, I am not here to make the judgments, I 
will tell you the facts. The facts are that this is a pamphlet which, 
if this was March—I am taking your counsel’s word, if this was March, 
it came out before the drug was made commercially, and what they 
did, they compared this drug, which is new, with drugs that had al- 
ready been on the market 1, 2, and 3 years, respectively. 

Mr. Minsuauti. Your time and space factor and the number of 
patients, have shown that this advertising that they advocated in 
1956 has not been substantiated by subsequent facts? 

Dr. Ayp. In other words, as time went on it was known that some 
of the side effects which they attribute to the other drugs also have 
occurred with this new drug. 

Mr. Piartncer. In that connection, I believe a pamphlet on the same 
drug was distributed some time later, I think in 1957, and we will get 
the precise day for the record. Now here they indicate the number of 
patients that were treated ? 

Dr. Ayp. Well, there were no indications in this one, no indications 
here at all as to the number of patients or how long the patients got 
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the drug or anything like that, just a simple statement—no complica- 
tions. ; 

Mr. Prarrncrr. Will you examine the pamphlet I have just given 

ou? 

Mr. Mrnsuatt. Is it by the same company ? 

Mr. Piapincer. By the same company, it is the same drug. 

Dr. Ayp. You want me just to examine this chart here ? 

Mr. Prarrncer. I would like you to look at the chart. 

Dr. Ayp. The chart is pretty good. 

Mr. Puiaprtncer. As concerns your reference to the number of 
patients. Will you examine the rest of the pamphlet also and see—— 

Dr. Ayp. Let me make this point. This is a pretty good chart. 
The only comment that I could make is, they don’t say how long the 
patient got the drug. They are very precise in defining the diagnosis, 
the doses used and the symptomatic improvement, but they do noi men- 
tion the duration of therapy. I don’t think that is necessary in this 
particular phase of their chart. They don’t have to put all of that data 
in there, because that is not necessary. That is not the point they are 
trying to make here. They are not talking about side effects here. 
They are talking about their other effects; that is an entirely different 
thing. 

Mr. Piaprncer. May I look at that a second, I believe on the last 
page there is another comparison chart. Will you look at that and 
comment on it? 

Dr. Ayp. With your permission, sir, I would not comment on the 
part dealing with efficacy. There are two divisions to this thing, and 
I don’t feel that it is my place to make any comment about the 
efficacy, except I would say that I think this drug is all right, and I 
use the drug. 

Now, under the section on complications, again, what they do is 
make a comparison between a new drug and—if we take them in the 
order they are printed here, drug 1 again is one that has been on the 
market—well, now, this is 1958—almost 5 years. 

Mr. Piarrncer. This was some time during the last year, 1957? 

Dr. Ayp. Then it would have been on the market 4 years. And 
the other drug came out in 1954. So there are 3 years difference be- 
tween them. In essence this is the same thing that is in the other 
pamphlet there, namely, it is designed to show that certain side effects 
attribute to the other two drugs do not occur with this drug, or at 
Jeast have not occurred with this drug. 

Mr. Piaprncer. And it is your conclusion that not sufficient time 
has elapsed to—— 

Dr. Ayp. Unfortunately, sir, I couldn’t answer the question, because 
they don’t state here—if you are asking me as a scientist to answer 
your question, I can’t answer it, because there is no statement here as 
to the number of patients. Now, if this is based on the 407 patients, 
then you see you are comparing 407 patients with maybe a hundred 
thousand for each of the others. 

But again there is no indication here of the duration of treatment 
with some of these side effects, a duration factor is involved as to 
whether or not they are going to occur. And in some the time factor 
is not too important. 

Mr. Piaprncer. May I pass on to another advertisement? Here is 
a 1958 issue, a January 1958 issue of Medical Science, which contains 
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an advertisement for a drug on which I ripped away the tape so that 
you can see what the name of the drug is. Would you read the claim 
and comment on it, please ? 

Dr. Arp. The claim is “No liver damage, no Parkinsonian-like 
syndrome, and but rare instances of blood dyscrasia.” 

Mr. Puarrncer. Will you comment on those ? 

Dr. Ayp. The only comment that I can make, sir, is that it is a 
matter of public record in journals that this drug has caused some— 
it depends on what they mean by liver damage. If this is stated to 
convey the impression that it has not caused any impairment of liver 
functions or any jaundice, for example, then there are published state- 
ments in the literature to the contrary. Now, under “no Parkinsonian; 
like syndrome,” again I am not sure what they mean—I will have to 
take a minute of your time to explain why. These compounds affect 
the central nervous system in such a way that some of them produce 
neurologic reactions. It is a normal function of the drug. At times 
it is undesirable, but it is still a normal function of the drug. Now, 
there are three types. One is what we call dystonia—you have seen 
people with wry necks, their head gets pulled around, or something like 
that—it is more alarming than it is anything else. It only happens 
once, and usually within the first week, and that is the end of that. 
It doesn’t mean anything. There is another type of reaction of 
which Parkinson’s disease is an example. The other one is what the 
Germans call an akatesia. We lay people refer to it as motor restless- 
ness or the “jitters.” 

In other words, what happens is that sometimes instead of the 
expected tranquility with this drug the patient gets an increase in 
what appears to be anxiety, but this isn’t really anxiety, this is a 
motor restlessness produced by the drug. This is a forerunner or 
precursor of parkinsonism, and if you continue to give the drug the 
probability of the patient developing parkinsonism is pretty good. 
Again, I want to emphasize, this doesn’t detract from the drug, from 
my point of view they are normal effects, and actually in some pa- 
tients we deliberately try to get these effects because we have learned 
from experience we have got to get that much drug in them if we are 
going to get any benefit. 

And then finally, you have the true Parkinsonism. If that was 
what they mean here—I assume they do, since they say no Parkin- 
sonian syndromes—then I would simply refer you to the literature, 
because in the literature there are statements to the contrary. 

Mr. Buatnrx. There is no indication of any of that literature. 
There is no bibliography or reference or further explanation ? 

Dr. Ayp. No, sir. What they say is, “Comprehensive literature 
available on request.” 

Mr. Buatnix. They made the flat statement that there are no such 
harmful side effects. They said, “No liver damage, no Parkinsonian- 
like syndromes, and but rare instances of blood dyscrasia.” 

Dr. Ayp. All I can do is refer you to the literature, sir. 
Mr. Puarrncer. Let me show you another pamphlet on another 


drug. I have ripped the tape away. Are you familiar with this 
drug, Doctor? 


Dr. Ayp. Yes, sir. 
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Mr. Puaprincer. There has been some discussion about bibliogra- 
phies. And if you will, there are some 32 items, if you can pass over 
those and read them and comment on those? 

Dr. Ayn. All right. 

Mr. Piaprncer. I would assume that a bibliography this long indi- 
cates a widespread investigation on the drug, and it was in that con- 
text that I would like to have you comment on it. What is this drug, 
incidentally ? 

Dr. Arp. This is not a tranquilizer. This is what is being called 
at the moment a psychostimulant. In other words, instead of slowing 
you down it is to perk you up, so to speak. 

Mr. Puaprncer. This is a compound, is it not? 

Dr. Ayp. Yes, it is a combination of two drugs. 

Mr. Piapincer. Two drugs? 

Dr. Ayp. Yes, two drugs, sir. 

Mr. Piarincer. And the bibliography in that connection, how does 
that bear on the article itself or, the claims for the drug? 

Dr. Ayp. Well, the first one deals with the drug, that is, with the 
combination. The second one—I am not positive, but I have read 
this article, and if my memory serves me correctly—I hope it does for 
the sake of the author, I wouldn’t want to be guilty of maligning 
him 

Mr. Priaptncer. If your memory doesn’t serve you correctly, you 
can correct the record. 

Dr. Ayp. All right. But if my memory serves me correctly this 
_—_ does not deal with the combination, because from the date of 
publication alone I would say that it probably did not. I do know 
that in this paper he refers to the use of both of these drugs separately, 
but not in combination. 

Mr. Prarrncer. Incidentally, how recent is this drug ? 

Dr. Ayp. I don’t know precisely the date that it was put on the 
market. It is within the past month or 6 weeks roughly. 

Mr. Prarrncer. In this year, then ? 

Dr. Arp. Oh, yes. You have people who can get that information. 
All I can judge is what I received in the mail like every other doctor, 
and it is just recently that we all got a letter from the manufacturer 
telling us that it was now available. 

Now, can I go down them individually, and then it will be easier? 

Mr. Praprnosr. Yes. 

Dr. Ayp. No. 3 deals with the pharmacology of one of the constitu- 
ents, and not with both. 

No. 2 deals again with pharmacology of one of the constituents. 

No. 3 or No. 5 here, that deals with the pharmacology of the other 
constituent. 

No. 6 deals with a clinical trial of one of the constituents. 

No. 7 does the same thing, deals with a constituent. No. 8 is the 
same thing. They are clinical trials, in humans, but just of one con- 
stituent. 

No. 9 is the same thing. 

No. 10 is a pharmacology paper on one of the constituents. 

No. 11 is a clinical paper on one of the constituents. 

No. 12 deals with animal studies, specifically the rat, with one of the 
constituents. 
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No. 13, deals with again pharmacology. 
No. 14 is a clinical study of one of the constituents. 

No. 15 is purely a description of a research test, it deals with experi- 
mental induction of conflict behavior in cats,.and how you can use 
this in pharmacologic investigation. So this doesn’t deal actually 
with either drug—I will qualify that—I haven’t read this article— 
unless he used this test to screen one or the other or even possibly 
both, although I doubt it, because it was 1955 when it was published, 
that is, I doubt if he used it to screen the combination. 

No. 16 is similar to No. 15, it is a further elaboration on the experi- 
mental induction of conflict behavior in cats. 

No. 17 is again an animal study, the effect of one of the constituents 
on the stress-induced behavior in a rat. 

Another is a clinical paper on one of the constituents. 

The next one is a clinical paper on one of the constituents. 

Another one is a pharmacology paper on one of the constituents, a 
clinical paper on one of the constituents, a clinical paper on one of 
the constituents. 

No, 23 I can’t comment on, because the title is too vague, I am not 
sure if they are talking about individual drugs, or the actual com- 
bination. The title is not sufficient for me to pass judgment on that 
or tocomment, really. 

No. 24 isa clinical paper on one of the constituents. 

No. 25 is a clinical paper on one the constituents. It is a foreign 
publication. Incidentally, several of these are foreign publications. 

Another one is a clinical paper on one of the constituents, a clinical 
paper on one of the constituents, a climical paper on one of the con- 
stituents, a clinical paper on one of the constituents, a clinical paper 
on one of the constituents, a clinical paper, a clinical paper. All of 
these are on just one of the constituents. 

So there is really only one reference dealing precisely with the 
drug—— 

Mr. Piarrncer. One and possibly two, I think you mentioned. 

Dr. Ayp. I am not sure of this one here. The title is not sufficient 
for me to determine—I just don’t know, and it is not published. It 
just simply says submitted for publication, and I wouldn’t know 
where to go look for it. 

Mr. Piaprincer. What is the purpose of a bibliography like this? 
Is this meaningful? 

Dr. Ayp. I don’t know its purpose. I didn’t make it up. 

Mr. Piaprncer. Well, is it meaningful? Is it indicative of wide- 
spread investigative approval, or is this an impression that you get 
from reading the bibliography ? 

Dr. Ayp. All I can say is, the bibliography is simply a list of papers 
on one or the other of the drugs, and only one, and possibly a second 
one here, deals with the specific compound that this is an advertise- 
ment for. 

Mr. Piartncer. Are there any references in there as to side effects 
of this compound ? 

Dr. Ayp. Can I take a moment to read them ? 

Mr. Piarincer. Surely. 

Dr. Ayp. All right. 

Well, there are three paragraphs here on side effects. The first 
paragraph deals with the side effects of one of the constituents of the 
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compound. The second paragraph deals with the side effects of the 
other constituent of the compound, and the third paragraph simply 
says that, “in combination and in suitable dosage the side effects of 
both compounds are minimized.” 

Mr. PLaringer. Will you discuss that? 

Dr. Ayp. Well, I can’t answer it, because I don’t know. I mean 
I have worked with this compound, but I am not in a position to an- 
swer the question, because 1 don’t think my experience is that exten- 
sive that 1 could give you an honest answer. 

Mr. Piapincer. Let me hand you a copy of an issue this year of 
Current Medical Digest in connection with another drug. Would 
you examine that and discuss the claims that are made, Doctor? 

Dr. Ayp. Well, again I would like to refrain from commenting on 
the claims about efficacy, because that is not germane. And the ad 
deals primarily with that. 

Mr. Puaprncer. Is there any reference to side effects ? 

Dr. Ayp. Not directly, unless you want to construe this as a refer- 
ence. It says, “Note. X is contraindicated in patients who are agi- 
tated, overactive or overstimulated, or in those with a history of renal 
or eer disease.” And then they refer you to the company for 
complete references and information concerning dosage, indications, 
and contraindications, write to—— 

Mr. Piapincer. Is there any discussion about jaundice ? 

Dr. Ayp. Not directly. It says that the compound is contraindi- 
cated in patients with hepatic disease. 

Mr. Piaprrncer. Do | gather that you don’t find anything objection- 
able as side effects ? 

Dr. Ayp. There is actually no mention of side effects there. In my 
prepared statement I tried to outline what side effects are. There 
are those which are normal due to the physiologic action of the com- 

ound, and there are those which can be categorized as allergic due to 
fiypatconmiti vit’ on the part of the patient. Now, this doesn’t fulfill 
that criteria that I set out in the prepared statement. 

I might say, again to keep the record clear, I am familiar with this 
drug, and I am also familiar with some of the material which has been 
sent out. Now, earlier when this drug was first detailed, the firm did 
send out a little file card for physicians to put in their file in which 
they did outline the possible side effects. Now, I guess if you write— 
that is the basis of this statement, “for complete references and infor- 
mation concerning dosage, indications, and contraindications,” if you 
write, in case you didn’t get one in the mail, they would send it to you. 

Mr. Piarincer. Let me show you a post card advertising material 
for another drug in which it is indicated on the face of the post card 
in red letters, “Important differences in tranquilizers briefed for you.” 
And will you look at the differences and please discuss their signifi- 
cance for the committee. 

Dr. Ayp. May I just make one statement, sir ? 

Mr. Piapincer. Surely. 

Dr. Ayp. I am doing this as a clinical investigator, and not as one 
who is passing judgment. I am trying to comply with your request 
by honestly and intelligently answering your questions. I would like 
to make that clear in case anybody has the wrong impression here. 

This, again, is a comparison between four drugs, based on an article 
which was published in December of 1956. Now, what they point 1s 
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that in drugs 1 and 2 there are effects on body temperature, it is un- 
known in drug 3, but it has an asterisk, and at the asterisk it reads: 


Probably the same as chloropromazine because of structural similarity. 


Now, as a clinical investigator, I would point out to you that it is 
true that these other two drugs do effect the temperature, how fre- 
quently and how dangerously, so to speak, is really unknown, because 
it has been so darned uncommon that no one, I think, could give you 
an actual statistical figure. It is infinitesimally small. On the other 
hand, one of these drugs is actually employed by the surgeon because 
of its specific property to cause a fall in temperature and this doesn’t 
detract from the drug at all. 

Now, they make a comparison here of the four drugs in regard to 
barbiturate potentiation, and say that the first three do potentiate it, 
but No. 4 doesn’t, that is, No. 4 drug. Again, and I think I men- 
tioned this in my prepared statement—I don’t know if I have it here 
or not, but it is a matter of record at least that the question of poten- 
tiation of the action of a barbiturate by these drugs is this, they do 
ere the barbiturate, how much is very difficult to determine. 
No one is alarmed by this, as a matter of fact in some instances it is 
a very desirable quality. For example, the potentiation of the bar- 
biturates by two of these drugs is frequently the reason why an anes- 
thetist will use these drugs in combination with a barbiturate so he 
has to use less of it (the barbiturate) for the anesthesia. So if any- 
thing it isa desirable quality of the drug. 

Mr. Prarrneer. Is this significant with respect to its use as a 
tranquilizer ? 

Dr. Ayp. No. In fact, in using them as tranquilizers (barbiturate), 
after taking them 2 weeks it doesn’t potentiate them any longer. 
This is only an initial response. So there is really no significance 
to this. 

Now, they also mention antiemetic action, that is, the ability of the 
drug to block vomiting and nausea. They point out that two of 
them do and the other one which is circled in red here does not. 

And again, for the sake of completeness, I would point out that the 
obstetricians employ these other two drugs because it is useful in con- 
trolling nausea and vomiting. It is also used in radiotherapy for the 
samereason. So youcan’t say this isa bad effect. 

Under blood pressure they mention that one causes a fall, the other 
causes an occasional vascular collapse, one no significant change, and 
the one circled in red no change. 

Now, drug No. 1 is on the market not just as a tranquilizer, but 
also for the treatment of hypertension, and therefore to say it causes 
a fall in blood pressure doesn’t detract from the drug, that is one of 
its desirable properties, and in fact that is what it was used for before 
it became a tranquilizer, for its effect on blood pressure to cause a 
drop in blood pressure. 

how. the other one, “occasional,” is vague, you don’t know what 
they mean by “occasional,” that it does cause occasional vascular col- 
lapse is true. 

The third drug which they say causes no significant change, this 
was in 1956, we knew in 1957 and certainly in 1958 that that was not 
true, it does cause vascular collapse. 
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Again they point out about the pulse rate, that one causes a brady- 
cardia and another causes a tachycardia, and another no change, and 
the one marked in red no change. Again, the fact that the first drug 
slows the heart rate is a desirable property in that drug in some in- 
stances. A cardiologist might employ the drug specifically to treat 
Senne s. which is a rapid heart, and he wants to slow it down 
and he gives the drug. 

The other one, the fact that it causes an increase in heart rate may 

also be employed in a situation where he wants to accelerate the heart 
rate. 
Intestinal motility, it says, increase in one and no change in the 
others. Actually that is not quite correct. The first one is correct, it 
does increase intestinal motility. The second one actually slows it 
down and causes constipation. But again that makes it desirable in 
the treatment of colitis. So it doesn’t detract. 

Induction of sleep—well, they say for the first three, “Yes,” and 
then they have got “Moderate” for the fourth one. Well, this is a 
matter of opinion. 

And then muscle relaxation, “None” for the first three and “Yes” 
for the other one, which is true. 

So this, again, is a comparison which doesn’t have too much scien- 
tific validity. It is true that these drugs cause these effects, but, 
again, these are physiological effects of the drug which at times could 
be undesirable, but in other situations may be highly desirable, and 
the real reason for using the drug in the first place. 

Mr. Prarrncer. Reading the legend on the front of the post card, 
your conclusion is what, Doctor ? 

Dr. Ayp. Well, all it says is “Important differences in tranquilizers 
briefed for you.” But what the innuendo is I am not going to say. 

Mr. Piaprncer. Let me show you another card on the same drug as 
the one which you have just examined, and there is a reference to an 
article in the New York Academy Science annals. So, will you ex- 
amine the card and discuss the claims based on the underlined portion 
of the article? 

Dr. Ayp. All right. 

Mr. Piaprncer. Will you discuss the claim ? 

Dr. Ayp. Well, in regard to the card, this simply apparently takes 
the quote out of this article. I would have to look for it, but I think I 
could find it. Apparently it is in the conclusion. 

It is not in the conclusion, so—I don’t know if this is an accurate 
quote or not. 

Mr. Piapincer. Will you read the claim ? 

Dr. Ayp. The claim is: 


Even in double the usual dosage X produces no behavioral toxicity in our 
subjects as measured by our tests of driving, steadiness, and vision. 

Mr. Piarrncer. May I look at the reverse side of that, Doctor? On 
the reverse side—this is a post card—it says, “Does not impair mental 
or physical efficiency,” and there is a picture of a man driving a car 
in traffic in the evening on the other side, and it says: 


Even in double the usual dosage “blank” produces no behavioral toxicity in 
our subjects as measured by our tests of driving, steadiness and vision. 


Incidentally, this drug is under the general category of mepro- 
bomate, is it not? 
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Dr. Ayp. Yes. 


Mr. Prarincer. In going through the literature put out by the 
same company on side effects, it says that meprobamate taken alone 
may produce drowsiness in some patients. This would seem to be at 
variance with the claim made on that post card. Would you consider 
drowsiness as impairing the mental anid physical efficiency of a person ? 

Dr. Ayp. It says here, “Does not impair reflexes or cloud conscious- 
ness.” I don’t think I should pass judgment, you have both state- 
ments, you can decide for yourself whether there is a contradiction 
here or not. I am here to answer your questions honestly, sir, and I 
try to. But this conflict, I think, could be resolved by your commit- 
tee. You have both statements. They are already a matter of record. 
They appear to be contradictory, so I would say you should ask them 
and not me why. 

Where did you find this comparison, sir ? 

Mr. WeInMANN. Right here. This is the closest I found. 

Dr. Ayp. You are correct. They took a part of the sentence, but 
the part they left out is insignificant and doesn’t change it at all. 

Mr. Puarincer. The important thing we would like to bring out 
is that apparently the conclusion is based on the dosages indicated 
for the administration of the drug indicated in the earlier part of the 
article. 

Dr. Ayp. Well, what this is based on is apparently single-test doses 
of the drug and not continued administration of the drug. 

Mr. Puarrincer. Here is the brochure on an advertising pamphlet 
on another drug, and our committee investigators have underlined 
portions of the claims made on the inside page. Will you comment 
on those? 

Dr. Ayp. I don’t find anything wrong with this ad, sir. 

Mr. Piarincer. You don’t find anything wrong with that? 

Dr. Ayp. No. They state, “There were no cases of blood dyscrasias, 
renal damage, or hepatic damage.” This is in reference to this specific 
study. That is a very valid statement, and I don’t think anyone could 
say that this is in any way misleading. This is what it ought to be. 
I think an investigator has an obligation not only to state the side 
effects that occur, but when he has a group that he is giving it to, a 
representative sample of this type of patient, I think when they did 
not occur he ought to state that, too. And he does. I think this rep- 
resents—this firm took these out of his paper, apparently, and if they 
are accurate quotes, and I assume they are, then this represents pretty 
good advertising. I would find nothing wrong with this. 

Mr. Piaprncer. The dosages and the length of time indicated ? 

Dr. Ayp. Not specifically here, but what they did do, they supply 
you with the actual article itself here, so that 

Mr. Buarnix. Those are the actual articles written by the re- 
searcher ¢ 

Dr. Ayp. This, Mr. Blatnik, is a type of advertising frequently re- 
sorted to which can be very helpful. They sent along—you see, here 
is a photo offset, this is what I meant before—they sent along two 
reprints by this particular author dealing with the subject, and they 
abstracted out here article 1 and article 2. Now, unless he has been 
quoted out of context, and I assume he hasn’t, what they have taken 
out is perfectly valid, and I think proper. It should bedone. I think 
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if you are given a drug and you haven’t had any trouble with that, 
you should say that just as much as if you had trouble with it. So 
I see nothing wrong with this particular one. 

Mr. Piarincer. Just one last question. You referred to quotations 
out of context. Has it been beyond your own experience, have you 
heard of complaints of quotations out of context by any of your 
colleagues ? 

Dr. Ayp. Yes, I heard Dr. Kline’s statements last week. 

Mr. Puarincer. Other than Dr. Kline. 

Dr. Ayp. His editorial—yes, I have heard of it. 

Mr. Piaprncer. Our investigators determined that in January of 
1956 there was a conference sponsored by the National Health Insti- 
tute, the National Institutes of Health, and the American Psychiatric 
Association. And I believe that our investigators determined that 
you were at that conference. 

Is that right? Mr. Weinmann. 

Mr. WetnMAnn. Yes. 

Dr. Ayp. That is correct. 

Dr. Stevenson. It was 1957, wasn’t it ? 

Dr. Ayp. Yes, January 1957, last January. 

Mr. Piarrncer. Was there any discussion of any of the advertising 
practices of drug companies at that meeting ? 

Dr. Ayp. Not that I recall, no. 

Mr, Piarineer. Not that you recall? 

Dr. Ayp. No. 

Mr. Piapincer. That is all. 

Mr. Buiatnrg. Doctor, when a researcher is quoted out of context 
and without the practitioner having fairly ready access to a full paper, 
is there any way of correcting that? If I recall, you stated in your 
own case, after you personally discussed your complaint about being 
quoted out of context, with all the conclusions not being made avail- 
able to the medical profession, how is that corrected? Is there any- 
thing about the conduct of the particular pharmaceutical firm, is the 
responsibility there to correct or further clarify their literature before 
they send it out ? 

Dr. Ayp. Fortunately, this has only happened to me just once. I 
didn’t know until last week, when Dr. Kline announced that we had 
legal grounds and that we could actually file suit. I don’t think that 
we would ever go that far. I don’t know what other investigators 
have done that have had this happen to them, and I can’t speak for 
them. AJ] I can tel] you is that it did happen in this one instance. 

Now, fortunately, I didn’t have to do too much, because my article 
was abstracted, and the abstract was published in a journal that has 
fairly wide distribution. Secondly, I gave a paper at the New York 
meeting of the New York State Medical Society, which they published. 
They havea large circulation. I also have given papers on this subject 
of tranquilizers at other meetings around the country, and they have 
been published or abstracted. So, it is pretty well known what my 
position is. 

As far as the firm, itself, doing anything, the only thing they did— 
and I have reported it to you, sir—they didn’t quote me any more. 
But, to my knowledge—now, if they published a retraction, which is 
possible, I don’t know about it, but, to my knowledge, they did not 
publish any type of retraction at all. 
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Mr. Buartnrs. So that, in your case, then, the responsibility was 
yours, and through the mediums of your organization you were able 
to get out the whole story to the doctors, but there was no responsi- 
bility, or, certainly, no compulsion on the part of the pharmaceutical 
firm to give a complete report on your findings, to clarify their 
original claims? 

Dr. Ayp. This would be up to the industry, or the particular firm, 
and I don’t know if I could force them to; I have never gotten into 
that. I didn’t know until last week I even had any legal ground to 
do it. I thought this was like being quoted out of context, as by a 
science writer, which happens occasionally. 

Mr. Buatntx. Are there any further questions? 

Mr. Puarrneer. No, sir. 

Dr. Ayp. May I make one more statement ? 

Mr. Buatnix. You certainly may. 

Dr. Ayp. My statement can be summarized in this way. The 12 
Apostles had 1 in their group who didn’t measure up to par, and 
this morning we have gone through some advertising which is ques- 
tionable, at least. I want to point out that there are 11 apostles in the 
pharmaceutical industry. I would not want to leave the impression 
here that what we have discussed is a general policy, because, as I 
stated in my prepared statement, this is not so. Admittedly, a few 
have employed techniques which don’t measure up to the standards of 
the medical profession, but the vast majority of them have, as I 
stated, used restraint and have been conservative and pretty factual. 
This one ad that your counsel showed me, I think, represents a pretty 
good detailing of the product in the mail to the medical profession. 
I would like to point out, we have talked all morning on the 1, so 
to speak, of the 12 that is a little off base. I would like to emphasize 
that there are 11 who do the thing properly. I wouldn’t want to 

ive the impression that I came here with any motivation outside of 
ing completely honest with you and to try to answer your questions 
to the best of my ability. 

Mr. Puartncer. Incidentally, when you say the “one,” these were 
a number of different companies involved in these excesses—not just 
one. 

Dr. Ayp. That is true. But there are a large number of pharma- 
ceutical companies, and they are in the minority. 

That is all I have to say. 

Mr. Buatnix. That is your understanding, as I summarize it, Doc- 
tor, of this committee, too. We are not here to belabor even these few. 
More important, our concern is that, if there is false and misleading 
advertisement getting out of the hands of the responsible members of 
this very important profession, in the interest of protecting the health 
of the people, you would like to encourage, of course, and recognize 
the splendid work being done by the overwhelming majority of the 
pharmaceutical firms. Yet this rapid growth will, apparently, con- 
tinue, and we want to discourage in the initial and early stages any 
type of irresponsible or misleading advertising on the part of those 
whose main concern is to promote their products, and, second, the high 
scientific and professional and moral obligation here to make avail- 
able the best product for the health of the people. 

Doctor, we thank you for your cooperation. It has been a very 
technical, and, perhaps, a laborious, method of getting into this mat- 
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ter, but it has done a great deal to help increased understanding of 
the committee by getting the type of thing that is of concern to the 
committee. 

Dr. Ayp. I have one other correction. When I said one-tenth of 
1 percent in talking about agranulocytosis, I am wrong; it is one 
one-hundredth of 1 percent. 

Mr. Brarntix. Our next witness is Dr. Stevenson. 

We apologize, Dr. Stevenson, for keeping you waiting all morning. 
Weare a little behind. 

Our next witness is Dr. Ian Stevenson, M. D., professor and chair- 
man, department of neurology and psychiatry, School of Medicine, 
University of Virginia, Charlottesville, Va. 

Dr. Stevenson, we welcome you, and we appreciate your coopera- 
tion and assistance and patience in waiting so long. 


STATEMENT OF DR. IAN STEVENSON, PROFESSOR AND CHAIRMAN, 
DEPARTMENT OF NEUROLOGY AND PSYCHIATRY, UNIVERSITY 
OF VIRGINIA, CHARLOTTESVILLE, VA. 


Mr. Buiarnrs. I notice you have a prepared statement, which we 
want to hear read. But, by way of introduction and for the record, 
will you please give a brief biographical background of yourself to 
identify yourself and your field in your profession ? 

Dr. Srevenson. I was born in Catnds and received my early educa- 
tion in Canada. I went to McGill University Medical School and, 
subsequently, trained in internal medicine in biochemistry and psychi- 
atry at McGill, at Cornell, and at Tulane. For the 8 years prior to 
moving to Charlottesville last summer, I was associate professor of 
psychiatry at the Louisiana State University of Medicine at New 
Orleans. And last July I moved to Charlottesville, Va. 

Is there anything else that you would wish me to say ? 

Mr. Biarnix. That is sufficient. We can amphi any further de- 
tails that may be necessary. 

Mr. Puarincer. You have written in this field ? 

Dr. Stevenson. I have written some clinical papers. 

Mr. BuatnrKx. Doctor, will you proceed with your statement ? 

Dr. Srevenson. Nearly every physician who has used the drugs 
generally known as tranquilizers agrees that they have contributed 
greatly to psychiatric treatment. The exact extent of their contribu- 
tion remains to be evaluated and may not be known for several years. 
In the meantime, excessive enthusiasm for these drugs on the part 
of some manufacturers, physicians, and patients can delay our scien- 
tific understanding of their use and value. 

In criticizing certain advertising practices connected with the sale 
of tranquilizers, I wish, first, to make clear that most of the drug 
manufacturers have, in my opinion, exhibited commendable restraint. 
Unfortunately, those who have not done so have raised in the minds 
of some physicians the question of whether all the drug manufac- 
turers can adequately discipline themselves to the requirements of 
medical practice. For mental illness involves human suffering of a 
very high order, and the public has a right to expect greater caution 
in the advertisers of drugs than in those of automobiles and television 
sets. 
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Secondly, I wish to emphasize that the excessive enthusiasm of the 
few errant drug manufacturers could do no harm if it did not en- 
counter easy acceptance by both physicians and patients. Physicians 
would like drugs which would help them do what they cannot yet 
do, cure all their patients. And many physicians cannot evaluate 
evidence bearing on the value of a drug, so that they may 
think a particular drug much more useful than it is. Patients even 
more eagerly hope for a pill which will solve their difficulties and 
cure their ills. Under the circumstances, therefore, we can hardly 
attribute all the evils of the misrepresentation of these drugs to the 
manufacturers alone. Others share the responsibility. At the same 
time, the medical profession must concern itself with eliminating all 
sources of distortion in the evaluation of these drugs. 

I should mention here also that the accurate evaluation of these 
drugs is a difficult and complex task under the best of circumstances. 
The administration of any drug evokes in the mind of the patient 
expectations about its effects. These expectations and other emotional 
components within the patient can powerfully influence the symp- 
toms of the patient. Physicians have learned that what we call the 
suggestive effects of medicines require evaluation as much as their 
pharmacologic effects. Of course both kinds of effects may occur at the 
same time. We have techniques which help us exclude the influence 
of suggestion although they are still imperfect. Notwithstanding the 
importance of using such techniques a great many medical articles 
still report work w ithout adequate controls. Sometimes such articles 
report the best work that has been carried out on a drug up to that 
time. Perhaps few research workers have been able to test it in a thor- 
oughly critical way. Drug manufacturers can profit from the delays 
in critical testing by quoting uncontrolled work which apparently 
demonstrates valuable effects from the drug. Yet the observed effects 
may turn out to be chiefly or entirely those of suggestion rather than 
of its pharmacological activity. 

Some persons may ask what harm can come from abuses of the ad- 
vertising of these drugs. It can come in several ways. In the first 
place, these drugs are expensive and much more so than the sedatives 
which they have partially replaced. If they are adopted in illnesses 
for which they offer no advantage over earlier sedative drugs or over 
an inert tablet with no pharmacological activity, patients, clinics and 
hospitals have obviously been put to unnecessary expense. When the 
number of patients and pills becomes as great as it has, the wasteful 
expense can reach alarming proportions. 

Secondly, these drugs have important side effects and complications. 
Some of these we understand rather well. Others we know little 
about, and still others which may develop more slowly we may yet 
know nothing of. For the most past, side effects and complications of 
the drugs are mild. But some have been serious and where the possi- 
bility of serious effects exists caution becomes essential. One can 
rarely or never tell in which patient an unexpected and perhaps serious 
complication may arise. It follows that mdiscriminate use of the 
drugs may mean for a few persons perhaps, but still for an unnecessary 
few, harm which could have been avoided. 

Thirdly, excessive and artificial enthusiasm for these drugs pro- 
moted through undisciplined advertising can lead to a harmful over- 
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simplification of psychiatric treatment. Careful studies show with in- 
creasing clarity that these drugs alleviate symptoms, but do not by 
themselves cure mental illness. Yet we rarely find this limitation 
emphasized in the pamphlets distributed by the manufacturers. When 
manufacturers, physicians and patients come to believe that presently 
available drugs of this group alone can cure mental illness, other 
necessary treatments such as psychotherapy may be delayed or omitted 
altogether. Unfortunately, just this happens rather often. We fre- 
quently observe patients who have received “tranquilizers” for weeks 
and months without any effort having been made to modify the pa- 
tient’s fundamental disorder. As I said earlier, drug manufacturers 
are not alone to blame for this sort of medical practice. Yet one can- 
not avoid the impression that some of them have encouraged it through 
their advertising practices. 

This brings me to discuss some of the advertising practices to which 
critical physicians in general, and myself in particular, take excep- 
tion. Many of the abuses which we criticize are exceedingly subtle. 
They consist not of untruths, but of half or quarter or eighth truths 
presented in such a way that you can mistake them for the whole 
truths. And yet the manufacturer when questioned may righteously 
deny that he wrote anything but the truth and deny that he intended 
to distort the evidence. The more important offenses of advertising 
which occur to me are the following: 

(1) The presentation of data in advertising brochures which is 
given an appearance of high scientific quality without in fact possess- 
ing this. For example, drug manufacturers frequently include in 
these brochures bibliographic references to ostensibly scientific publi- 
cations to which the reader can turn for fuller details of the benefits 
claimed for the drugs. However, such bibliographies are frequently 
partially or completely spurious. They are heavily loaded with what 
we call “personal communications” (which means not published at all), 
with articles in foreign medical journals, and impressionistic, uncon- 
trolled articles often of second-rate American journals. Moreover, 
from more substantial articles, sentences may be taken out of context 
and made headings for an advertising brochure. Such headings catch 
the eye and impress the mind. If the reader does not consult the 
original article from which the sentence was extracted, he may never 
know that the physician thus quoted had also a great many qualify- 
ing reservations about the drug in question. Finally, I may mention 
the complete failure of such drug brochures to mention trials of the 
drugs which showed them to be less valuable or of no value whatever. 
It may be argued that to ask this is to require too much of a man of 
commerce. Perhaps so, but then he should not disguise his material 
if he were a man of science. For to use the language and manner of 
science surely carries with it the responsibility of practicing the total 
behavior of scientists which is to examine all kinds of results dispas- 
sionately. 

Many of the advertisements for these drugs offer a strange mixture 
of the quasi-scientific presentation of data with a dramatic, frequently 
pictorial message. The words or pictures unfold a story of miserable 
mental suffering transformed into radiant happiness through, so they 
imply, the beneficent effects of the drug advertised. Much of the 
advertising is pitched at a very low level of intelligence. It appeals 
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directly to emotional symbols, frequently unconscious, and bypasses 
the higher thought processes which should come into play in judging 
the effectiveness of a drug. Presumably this kind of material would 
not be used if there were not grounds for believing in its effectiveness 
which fact is a disappointing reflection on the critical faculties of phy- 
sicians to whom nearly all of it is addressed. 

(2) The advertising of the drug manufacturers frequently fails to 
give proper emphasis to complications and side effects of the drugs. 
Drugs which can in fact have quite serious complications may be pre- 
sented as possessing only minor hazards when careful studies have 
shown this not to be so. In the heat of competition many companies 
brought out new drugs containing comparatively minor modifications 
of compounds previously tested. They then claimed, frequently quite 
prematurely, that these drugs brought fewer side effects and complica- 
tions than their predecessors. This kind of advertising can produce 
a temporary rush to a new drug on the part of uncritical physicians. 

(3) The advertising of the drugs can include a serious oversimplifi- 
cation of mental illness and its cure leading the unwary physician and 
patient to believe that the answer has already been found. 

Each of the various offenses I have listed has been committed and 
it is not difficult to find epamapres, some of which I have brought with 
me. I will repeat, however, that although the offenses are serious and 
considering the human suffering involved, heartless and cynical, the 
number of offenders is small. 

As to remedies for unreasonable advertising of these drugs, I think 
we must expect these to come from several sources in order to remove 
the several contributing factors to the success of such advertising. 
The medical profession has begun to concern itself with improving 
the quality of its evaluation of drugs. Editors of medical journals 
are becoming more critical of shoddy research. They are preventing 
more physicians from making fools of themselves by insisting on 
higher standards in the conduct of research and the evaluation of its 
results. Moreover, the National Institute of Mental Health has estab- 
lished a Psychopharmacology Center whose business will include care- 
ful study of all reports on these drugs and their successors. In 
addition, we always work for and expect continuing education and 
discrimination on the part of the public in their use of these drugs. 

Regarding what can be done to modify distortions in the advertising 
of drugs, I think even the most severe critics of the manufacturers 
would hope that they could police themselves. Physicians would 
certainly prefer to invite the drug manufacturers to exert an inner 
discipline rather than propose external controls. Most drug manu- 
facturers sensitively accept the fact that the merchandising of medi- 
cines to relieve human ills carries the responsibility of sacrificing profit 
for the welfare of patients where these conflict. Accordingly most of 
them, as I have already emphasized, conduct their advertising with 
great propriety. This sensible majority may be able in some manner 
to persuade other companies who offend that the interests of the in- 
dustry require all and not just some of them to exercise self-control. 

If the drug manufacturers cannot moderate their own advertising, 
a question will arise as to the advisability of external controls. Legal 
restrictions I would think undesirable, although they may prove neces- 
sary. Laws which would adequately curb the subtle offenses of the 
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few offenders would require great ingenuity in their devisers. Laws 
which were too lax would have little or no value, and those too severe 
could injure the innocent manufacturers. 

If a measure of control beyond self-discipline on the part of the 
manufacturers becomes necessary I might mention one which would 
still fall short of regulatory laws. This would be the establishment of 
a commission, perhaps fashioned after the Civil Rights Commission. 
Such a commission could be composed of representatives of the drug 
manufacturers, of the medical profession (perhaps represented by 
members of the Council on Pharmacy and Chemistry of the American 
Medical Association), and by representatives of the United States 
Food and Drug Administration. This commission could scrutinize 
advertising and other sales practices and could receive complaints 
bout abuses. 

I hope very much that all external controls of this kind will prove 
unnecessary and that these hearings by their thoughtful examination 
of the serious issues involved will evoke in the minds of the few offend- 
ing drug manufacturers a necessary sense of their responsibility to the 
public. 

Mr. Buiarntx. Thank you very much, Dr. Stevenson. 

Mr. Plapinger. 

Mr. Piarincer. Doctor, we haven’t mentioned the names, as you 
have gathered from the testimony. 

Dr. Stevenson. I think under the heading of “examples of failure 
to emphasize adequate harmful side effects of drugs” I might mention 
drug A, which was marketed across the country after only two clinical 
studies had been published containing negligible mention of side ef- 
fects. Subsequently harmful side effects of this drug were published 
and—I know four references—and yet subsequent advertising of this 
drug—have continued to neglect and minimize side effects. 

In other words, there has been no real picking up as to the rare, 
to be sure, but nevertheless important side effects. 

Mr. PLarincer. When you mentioned subsequent advertising, how 
current are these examples you are referring to? 

Dr. Stevenson. They were all published in 1956, only about a 
year or 6 to 12 months after the drug was first marketed. 

Mr. Piapringer. I see. And what about examples of current ad- 
vertising on the same drug? 

Dr. Stevenson. Current advertising on the same drug frequently 
refers back to these original two papers, as if nothing much had been 
done since then, and it gives an impression that this covers everything. 

Another drug, the advertising of which I thought of since, was 
drug B, in which the advertising represents the drug as having 
negligible side effects, and complications, And yet a report—two 
reports by reliable investigators have described important and po- 
tentially dangerous side effects. Again, the current advertising in my 
opinion doesn’t sufficiently emphasize the side effects. 

Mr. Piaprncer. Doctor, you were sitting next to Dr. Ayd as he was 
examining the samples of advertising. 

Dr. Stevenson. One of them is the same. 

Mr. Piaprrncer. One of them is the same? 

Dr. Srevenson. In fact, Dr. Ayd is one of the authors who has 
drawn attention to the harmful side effects of this drug, and his com- 
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ments have not to my mind been sufficiently emphasized in the sub- 
sequent advertising. In addition to Dr. Ayd, another physician has 
recently published an article on the same drug pointing out the po- 
tentially harmful and serious side effects. 

And then under the heading of “Use in Advertising of Uncontrolled 
Investigations With Neglect of Negative Studies and Controlled 
Experiment,” this, I would say, is one of the most widespread evils, 
because though we understand the importance of careful quotation by 
the advertisers of papers which have been published on a drug, that 
to me doesn’t seem sufficient. I think there is such a wide disparity 
between the best and the worst in research work that a drug manu- 
facturer may quote work which is second rate and uncontrolled, and 
omit work which has been carefully controlled and which reflects the 
ineffectiveness or lesser effectiveness of the drug. The upshot of it is 
that the advertising may report quite accurately work which has 
been done, but the impression may be communicated that this drug is 
more effective than it is. 

Now, in the case of drug A, there have been two reports in the 
literature which have been controlled with, as we call them, admin- 
istration of placeboes. I don’t know whether you are familiar with 
the methods of control and the attempts to eliminate the influence of 
suggestion. Would you like me toexplain it? 

Mr. Priarrncer. Yes; I think so for the record. 

Dr. Stevenson. As I said in my statement, any time you give a drug 
to the patient you arouse in the patient an expectation of its effective- 
ness. And this expectation can produce important physiological ef- 
fects. These are not just imaginary effects, but actually a physiolog- 
ical effect. 

Mr. Buiatrnrx. They can be measured, real effects, short term, but 
real effects? 

Dr. Stevenson. That is right, for example, changes in the blood 
pressure, and gastric function. And, of course, some of them cannot 
be measured objectively, because they are effects in the mind and in 
the attitude and behavior, but nevertheless they can be observed. And 
the frequency and extent of such effects, the effects of suggestion vary 
greatly, they vary with different patients, because we know that certain 
patients are more suggestible than others. In addition we know that 
certain persons during certain conditions, most especially anxiety, are 
most suggestible; that is, all of us are more suggestible when we are 
anxious than when we are relaxed. This has a bearing because it 
means that. with mentally ill patients. who of course are anxious al- 
most invariably, most of them are, we have a situation which is loaded 
with suggestibility. The studies which have been done as to the in- 
cidence of these effects of suggestion show that they range from about 
25 to 75 percent; in some series you can get an effective response, an 
apparent response from the effects of suggestion only, giving blank 
pills in 25 percent of the population to whom the drug is adminis- 
tered. 

In other studies where presumably the patients were more anxious 
or more suggestible for other reasons, the incidence of effects from 
suggestion has run as high as 75 percent. Many students of this sub- 
ject will quote incidences of 40 to 50 percent. What this means is that 
in order to have a really accurate understanding of the effects of the 
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drug you must allow for this effect, because otherwise if you are in the 
area of 40 to 50 percent effectiveness, your ostensible benefits may be 
coming entirely from the influence of the patient’s expectation of the 
drug. And these factors of suggestion can be strongly influenced by 
the attitude and behavior of the physicians and the nurses. 

For example, in one study which I might mention, with apparently 
comparable patients, to one group of patients with an illness the phy- 
sicians giving out the drugs said, “We have a new drug which is the 
latest thing for your trouble, and it is going to help you.” And they 
told that directly to the patients. To another group of comparable 
patients they didn’t say anything directly, but they allowed word to 
filter down to the patients through the nurses to the effect that a new 
drug is coming out and the doctors want to see if it is any good or not. 
Otherwise the patients were handled the same, and they were both 
given a completely blank drug, a blank pill, what we call a placebo. 
In the group to whom the doctors had given a positive suggestion 75 
percent of the patients responded. In the group which had been led 
to think the drug might be of value, 25 percent responded. So, in 
that you can see an extraordinarily powerful influence just from the 
manner in which the drug is administered. 

I might mention also that the toxie effect of the drug can be fre- 
quently communicated through suggestion, so that when one patient 
hears about toxic effects of the drug in a ward, other patients may 
pick this up through suggestion and imitation. And this again 
naturally gives a fictitious impression of the drugs having more side 
effects than they actually have. 

Well, coming back to drug A, I was going to mention the two re- 
ports which have been carefully controlled, that is that the use of 
placebo tablets, blank tablets on drug A have shown in one case—one 
was a comparison with the barbiturate and the other was a compari- 
son with a blank tablet-—and in both cases drug A did not prove any 
more efficacious than the blank tablets or the barbiturate. When you 
consider that the barbiturate is one twenty-fourth the cost of drug A, 
it gives rise to concern as to what is going on. 

Mr. Buarnt«. It is like taking aspirin instead of some new sup- 
posedly wonder antibiotic drug? 

Dr. STEVENSON. Yes. 

Mr. Buarnrg. Doctor, I have been looking over quite a bit of this 
material we have been receiving, and I notice on page 5 you made 
reference to quasi-scientific presentation of data with dramatic, fre- 
quently pictorial messages. And we have one sample, which we are 
not identifying, on the right and the left. You see the gray picture 
of feet, actual photography, a nice angle, and on the right you have 
the color. Now, medically speaking, is this type of pictorial presen- 
tation necessary to indicate to a physician that this patient in the 
gray shot is most likely a patient in a hospital or in some institution, 
and the one on the right in color with a wall-to-wall rug on the floor 
is most likely at home ¢ 

Now, this is an elaborate picture. I wish I could afford to use work 
like this in my campaign back home instead of one-color jobs. Here we 
have a whole booklet, an elaborate picture on the left in gray, and the 
one on the right smiling in color. This constitutes a very well estab- 
lished and respectable and reliable pharmaceutical firm. Is there any 





122 FALSE AND MISLEADING ADVERTISING 


scientific value to this, to take this type of, shall we say, overpresen- 
tation to impress upon the minds of the doctors the differences? I 
don’t want to be placing any special burden on you, but this puzzles 
me, Do you have any comment to make on the needs of this type of 
presentation ? 

Dr. Srevenson. It puzzles you, sir. It distresses me. 

Mr. Buarntx. I can see great advantages in advertising, because we 
have done it with an excellent beer we make in Minnesota, in the land 
of the sky-blue waters. And when I saw these blue color pictures, I 
said, we have this dimensional, we are beginning to make these three 
dimensionally. And we have the mechanism that ripples the water 
so that it looks like a live stream. Perhaps that is the next step in 
this type of presentation. 

But I am puzzled by this type of dramatic presentation. 

Dr. Srevenson. The point is not that this type of advertising is 
necessary, but that it is effective. 

Mr. Biatnik. Do you think it is effective? Do you know the scien- 
tific mind of the profession ? 

Dr. Stevenson. It doesn’t appeal to the scientific mind, it appeals 
to the irrational. 

Mr. Prarrineer. Isn’t the physician by training capable of dis- 
tinguishing ? 

Dr. Srevenson. No; he is not. The average physician in my 
opinion is not capable of distinguishing—or perhaps I should modify 
that somewhat and say that he is capable if he could have the time and 
interest in becoming more critical. He is certainly exposed in his 
medical education to increasing emphasis and training for evaluating 
evidence, but the average physician is exceedingly busy, and I think he 
usually lacks the time, and sometimes the interest, to study carefully 
all the original reports. And he relies more and more, I think, upon 
the advertising of drug firms. That is a very distressing feature of 
current medical eductaion, but something you have to reckon with. 

Mr. Buatnix. You state that some of the advertising is pitched to a 
low level of intelligence. Here is a valentine-type of folder, expensive, 
I know what cutouts cost in printing. This is to carry a message on 
two respected and well-established drugs which are passed out as sam- 

les. And I have seen them include a sample, which takes very 
ittle space and very little postage to be distributed to the physician 
with the literature along with it. But this elaborate cutout technique, 
one door for the businessman and the other for the housewife—and 
that is what she looks like, in case a doctor doesn’t know what a busi- 
nessman or a housewife looks like, he has got a picture he can set up on 
his desk. I can’t conceive of high-grade scientific firms that make and 
develop these excellent drugs that are a valuable need to the profes- 
sional man using this type of promotion. And the question in my 
mind is, I am trying to find out, why did he do it? Is it just to 
promote sales, or why do they use this type of material? 

I have got a hold of one of these wheels—this is the best one I have 
ever seen—the one I have seen before an amateur could make—and I 
am strictly an amateur when it comes to mixing liquor and refresh- 
ments or drinks—and when you dial to a pink daisy on top you look 
down and know exactly what to put in—an amateur like myself can 
do it. 
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Here is the same type of mechanism, and you dial it around—maybe 
I could get in the profession with this thing—it gives you the in- 
jection, the amount of dosage, the therapeutical results to expect— 
maybe this is a valuable mechanical device summarizing a lot of in- 
formation to a professional man, but I don’t recall seeing this in chemi- 
cal laboratories that I have been in with the little training that I 
have had. We are puzzled by these things. And I think the thing 
that really wasn’t even funny to me—I am not sure whether this one is 
to rest in peace permanently, or whether you have a peace of mind, 
a blue ribbon with a weight on one end and a pillow. Now, this is sent 
by these pharmaceutical companies, responsible companies, to doctors. 
Now, does a doctor need this type of thing to impress upon him the 
biochemical advantages—I am not trying to be funny here, but here 
is a type of mail that is included in these 3,000 pieces that go to most 
of the physicians every year. 

Dr. Searmhate. Another drug company gave me a couple of what 
they call Queeg balls, these little iron balls used by Captain Queeg 
during periods of anxiety and tension. And these are apparently be- 
ing given to all the physicians and psychiatrists as a sales gimmick 
for the particular tranquilizer this company was promoting. 

Mr. Buiatnix. Would you want to try to help me out in trying to 
answer the question we are trying to find an answer to: Why do these 
firms ~ ape so much money on this expensive and extravagant pho- 
tography and cutouts and the gadgets that I think would be included 
in your classification of advertising picked at a very low level of 
intelligence ? 

Here you have a psychiatric glossary which, by the way, is a nicely 
done glossary, except the cover looks like a child’s building block, and 
you learn how to spell cat. The doctor would know at once what it 
was, and he would be interested in it. This is the type of thing that 
raises questions, and we are anxious to put the spotlight on this. 

As explained by Dr. Ayd earlier, by far most literature is excep- 
tionally well done. We had a sample here, and the table of contents, 
the layout, all of it is well done, it is a readable type of print, it is 
not a real expensive high-grade paper and process, but it is very neat 
and very reasonable, broken down by points. And this type of thing 
I am sure will be most helpful. It is readable, it is very complete, it 
doesn’t have any large full pages taken up by color photographs. 
And this is the type of thing we like to encourage. Do you feel 
Doctor—you suggest possible ways of control, and we do hope it will 
be possible that there can be enough self-discipline and self-control 
within the industry itself, and perhaps with a little pressure, a little 
pounding over the back of the industry by the medical profession, 
do you think we can straighten out this type of—take this large card, 
I used to see these at resorts, and you send a card back home, a giant 
postcard. It doesn’t make sense to me, if I may be very frank. 

Do you have further questions, Mr. Plapinger ? 

Mr. Puapincer. Just a question not entirely separate from the ques- 
tion I asked Dr. Stevenson before on the critical appraisal of drugs. 

There was also some testimony previously that if a drug is no good, 
that the profession will soon find that out. Do you have any com- 
ment to make on that? 
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Dr. Srevenson. I disagree with that as a generalization, sir. I 
think this is true of some drugs. And I feel encouraged that our 
ability to evaluate drugs is improving slowly. But the history of 
medicine is filled with examples of treatments and medicines which 
have been incorporated for years in the best medical practice, and 
yet which have subsequently been found to be worthless, or of much 
less value than they were originally thought to be. So I don’t 
think the market place is any test of the value of some medicine, 
or for that matter, of most other things. I think alcohol and tobacco, 
for example, are excellent illustrations of substances which are harm- 
ful yet widely taken, and they have a very strong hold despite all the 
evidence of their harmfulness. And there have been many treatments 
in medicine which have held on for years and years, and then have 
subsequently been found to be worthless. 

There was a diet for the treatment of peptic ulcer, and a few years 
ago someone did a controlled study of diet and compared it with a 
matched group of patients on another diet, and it was found to have 
no additional benefit whatever, and yet this had been taught to me 
and taught for years and years. 

So that while some drugs will disappear if they are ineffective, 
others won’t. They may go on for years and years, and both patients 
and physicians may be misled into thinking that they are more worth- 
while than they are. And I think especially in this field we can’t 
overestimate the eagerness of patients and physicians to find an effec- 
tive remedy for illnesses. Patients are always much more eager to 
have the simple solution, and we would also like that. And so 
there is a natural tendency to gravitate toward the pill. And I think 
there is a tendency to oversimplification of psychiatric treatment 
wherein the difficulty arises. But in many cases the patients and 
physicians may go on, in a sense each seducing the other, each think- 
ing that a partic ular dr ug is more helpful than it is. 

Mr. PLaprncer. Doctor, we interrupted you in proceeding with 
your analysis of advertising—or did we? 

Dr. Stevenson. Well, I have another illustration of a drug, a drug 
which is also drug B, which was widely advertised as having nor- 
malizing effects, whatever that may be, and yet subsequent studies, 
or one subsequent study, has shown doubt about its effectiveness com- 
pared to the other preparations of its group. And then I mentioned 
the use of dramatic, pictorial, and symbolic advertising. And Mr. 
Blatnik has demonstrated examples of that, and finally I can refer 
to the use of quasi-scientific matter in presenting scientific material. 

I might offer an analysis of 1 advertisement which contains 7 
references, and I took the trouble to look them up. This, by the 
way, was an advertisement in a free medical journal given to us 
physicians, but containing scientific articles. I might mention a 
word about these free medical journals which are distributed to 
physicians. They are given away to nearly every physician in the 
country. They do contain scientific articles, but I think it is gen- 
erally recognized that these journals accept advertising at a much 
lower level than that tolerated in the major medical journals of the 
country. I think that is well known. It may not be admitted. But 
some of the major manufacturers nevertheless will advertise in these 
journals, adopting kind of a double standard, which in itself raises 
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questions in our minds as to why when permitted they will use one 
kind of advertising and then adopt another kind when they are 
controlled. 

Anyway, this particular advertisement contains seven references. 
The first was in press, and inaccessible to the reader if he wanted to 
look it up. And the second was published, but the article contained 
no controls, and although the reference to the drug said that the 
article had stated that the drug could be used for “long periods of 
time” safely, the longest period of observation was 6 months, which is 
perhaps only an intermediate and certainly not a very long time for 
the use of one of these drugs. The third article was also in press. 
The fourth article was published and was a competent piece of work, 
in my opinion, and had controls, but it was quite misrepresented in the 
advertisement. And this was astonishing, because the author had 
emphasized that the drug under study did not offer greater freedom 
from complications or recurrences than placeboes, and he made a point 
of saying this, and it was quite clear in the article, and then the ad- 
vertisement implied that the drug being advertised actually brought 
about fewer complications and recurrences than the placeboes. So 
there was a direct misrepresentation of this good work. 

The fifth, sixth, and seventh references or all personal communica- 
tions to the drug manufacturers, and again were inaccessible for prac- 
tical purposes to the reader. In other words, of the 7 references 
listed, 5 were inaccessible for practical purposes, and of the 2 which 
were accessible, 1 of them was an entirely inadequate study and the 
other was a careful one, but it was asviously misrepresented saying 
what the author never said. I chose this at random. This is for- 
tunately not very common, but it does occur. And it is very distress- 
ing. 

Dr. Ayp. May I add one statement, please? There is a danger of 
not understanding completely these bibliographical references. Nat- 
urally a pharmaceutical firm is quite anxious to get a product on the 
market as soon as possible. I think this committee should be aware 
of the fact that some of these things given as oe communications 
are very valid studies. There is a question of time of publication. It 
has taken me sometimes 2 years to get an article published on a drug. 
Now, this is certainly not the fault of the pharmaceutical house, and 
he shouldn’t have to wait for years for an article to get into publication 
before he could use the material that I submitted tohim. As a matter 
of fact, at this conference that you mentioned sponsored by the NIH 
and the APA, the editors of the leading journals were invited to at- 
tend, and they frankly admitted to the some forty-odd clinical inves- 
tigators that they were swamped by publications, and they couldn’t 
possibly publish them all. They suggested the possibility of the pub- 
lication of the psychopharmacological center of a journal entitled “The 
Psychopharmacological Review,” in which at least abstracts would be 
published somewhat rapidly until the accredited journal would get 
around to publishing them. This situation is not new to medical jour- 
nals, it happened when electric shock was introduced, and when psycho- 
surgery was in vogue. I mean, suddenly the journals were just vutted 
with articles. , 

Now, I don’t know what other means the pharmaceutical firms can 
use except personal communication. Although I don’t like this “per- 
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sonal,” I wish there were some other solution to the problem, but 
there isn’t. If I complete a study and send a report to a pharmaceu- 
tical firm, how soon I will actually sit down and write it up and send 
it toa publisher depends on how many extracurricular things appear. 
For example, I really intended to have a paper published by now, 
and I haven’t written it because I had to take the time for these hear- 
ings. But there is a delay, and the publisher may take from 3 weeks 
to 6 months before giving you a decision as to whether he is going to 
oo it. And the delay can go on for another 6 months to 2 years 
fore it is finally published. 

So in defense of the pharmaceutical firms, I would like to state that 
although they are forced to resort to personal communication, my 
experience with them has been, they despise this as much as we do, 
but no one has ever come up with a practical solution to this problem 
of rapid communication. 

Mr. Piarincer. Could they send copies of these personal communi- 
cations along with the drug? 

Dr. Ayp. No, but they are available on request, you can get them, 
because I have written pharmaceutical firms, and they very promptly 
have sent them to me. 

vam Pxiarincer. Wouldn’t this be one way of overcoming this im- 

asse ? 
r Dr. Ayp. I think the investigator would resent this, because after 
all what he would send is not necessarily his best editorial style, and 
he would prefer to be able to dress it up a little bit—not in the sense 
of coloring the findings, but grammatically, and so forth. And I 
don’t think it would be a good thing to send those out. But I have 
worked with compounds which are on the market and have been on 
the market a year, and I have used them for 2 or 3 years already, and 
yet I haven’t published anything, but I would vouch what they are say- 
ing in their advertising is accurate, from my point of view at least. 

Mr. Puaprncer. Do you have anything to add to that, Dr. Steven- 
son ? 

Dr. Stevenson. I think that is an excellent point. It does arouse 
my suspicions that the personal communication style of reporting is 
used much more in these advertisements than in the ordinary scientific 
article. There is a good deal of communication between physicians 
about the effectiveness of a drug by word of mouth, and a good deal 
of effective communication goes on between physicians in the field. 
And you do sometimes, but not very often, see the personal communi- 
cation in a scientific article. And I think it is overdone in many of 
these advertisements, let’s put it that way, although I am sure the 
reasons for the quotes are frequently valid. 

Mr. Buiatnix. Well, Dr. Ayd, we thank you again. 

Dr. Stevenson, thank you for your helpful statement, and for the 
patience you have shown. 

(For details of Dr. Stevenson’s analysis on specific drugs see ap- 
pendix, exhibit 11, p. 218.) 

Mr. Buatntx. The hearing will be resumed and completed on the 
final day, Wednesday, February 26, the day after tomorrow. And 
the hearing will be held in the George Washington Inn, which is be- 
hind and across the street from the House Office Building. 

The file of witnesses are Dr. Harry F. Dowling, head, College of 
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Medicine, University of Illinois, Chicago, Ill.; Dr. Albert H. Holland 
Jr., head, Medical Department, Food and Drug Administration; and 
Commissioner Sigurd Anderson, Federal Trade Commission. 

The hearing and the meeting for today is adjourned. 

(Whereupon, at 1 p. m., the subcommittee adjourned, to recon- 
vene on Wednesday, February 26, 1958.) 
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(Prescription Tranquilizing Drugs) 


WEDNESDAY, FEBRUARY 26, 1958 


House or REPRESENTATIVES, 
LreaL AND Monetary Arramrs SUBCOMMITTEE 
OF THE COMMITTEE ON GOVERNMENT OPERATIONS, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 10:05 a. m., in the 
hearing room, George Washington Inn, Hon. John A. Blatnik pre- 
siding. 

Present: Representatives Blatnik, Griffiths, and Meader. 

Also present: Jerome S. Plapinger, counsel; Eric Weinmann, asso- 
ciate counsel; Curtis E. Johnson, staff director; and Elizabeth D. 
Heater, clerk. 

Mr. Biatrntx. The Subcommittee on Legal and Monetary Affairs 
of the Committee on Government Operations will resume hearings, 
and I believe the final day of hearings, on the Federal Trade Com- 
mission in connection with possible false and misleading advertising 
in the field of tranquilizers. 

Our first witness this morning is Dr. Harry F. Dowling, head of 
the Department of the College of Medicine, University of Illinois, 
Chicago. 

Dr. Dowling, we welcome you this morning. We appreciate your 
cooperation with the committee and the assistance you have given us. 

I notice you have a prepared statement, Doctor. Would you first 
give us a brief biographical summary of your background, your 
specialized professional field of work and your interest in this 
connection ¢ 


STATEMENT OF DR. HARRY F. DOWLING, HEAD OF THE DEPART- 
MENT OF MEDICINE, COLLEGE OF MEDICINE, UNIVERSITY OF 
ILLINOIS 


Dr. Dowi1ne. Thank you, Mr. Blatnik. 

I have prepared a biographical sketch here, but I might just say, 
just in brief, that I am a native Washingtonian, born here and ob- 
tained my doctor of medicine degree at the George Washington Uni- 
versity in 1931. After that, after postgraduate work at Johns Hop- 
kins and Harvard, I came back to Washington and practiced for 15 
years, and at the same time was on the faculty of George Washington 

niversity. Then because of my interest in research and teaching, 
I took a full-time position at the University of Illinois, where I am 
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now head of the department of medicine of the College of Medicine 
of the University of Illinois. 

May I say that, of course, I am here as a citizen and not represent- 
ing the University of Illinois. The opinions which I am giving are 
my own. 

May I turn this biographical sketch in ? 
Mr. Buiatnix. The full biographical statement will be placed 
the record at this point. 

(The statement reads as follows :) 


BIOGRAPHICAL SKETCH 


Dr. Harry F. Dowling was born iu Washington, D. C., November 11, 1904. He 
received his bachelor of arts degree (magna cum laude) from Franklin and 
Marshall College, and his doctor of medicine degree (with distinction) from 
George Washington University School of Medicine. Upon completion of his 
residency and fellowship training at the Baltimore City Hospital, the Johns 
Hopkins University, and Harvard University, be became affiliated with George 
Washington University School of Medicine as instructor in medicine and direc- 
tor of central laboratory, eventually becoming clinical professor of medicine and 
chief of the George Washington medical division of Gallinger Municipal Hos- 
pital. In 1950, he came to the University of Illinois College of Medicine as 
professor of preventive medicine and head of the department. September 1, 
1951, he was appointed professor of internal medicine and head of the department, 
and chief of medicine at the Research and Educational Hospitals, which is the 
University of Illinois Hospital and contains 750 beds. 

The department of internal medicine is one of the major departments in the 
eollege of medicine. At present, approximately 285 physicians hold appoint- 
ments in this department. Dr. Dowling is also a member of the staff of the 
Presbyterian Hospital of Chicago and the Municipal Contagious Disease Hos- 
pital. 

Dr. Dowling’s field of research has been concerned primarily with infectious 
diseases, included the methods of action of serum, sulfonamides, and antibiotics. 
He is the author of approximately 150 scientific articles, and has published books 
entitled “The Acute Bacterial Diseases; Their Diagnosis and Treatment” (W. B. 
Saunders & Co.) and “Tetracycline” (Medical Encyclopedia, Inc.). 

Dr. Dowling holds membership in the American Society for Clinical Investi- 
gation, American Federation for Clinical Research, Phi Beta Kappa, Sigma Xi, 
Central Society for Clinical Research, American Public Health Association, 
Chicago Medical Society, is a fellow of the American Board of Internal Medi- 
cine. He was awarded the merit prize in medicine, particularly for his research 
in pneumonia, by the Washington Medical and Surgical Society. and also re- 
ceived the alumni achievement award from the George Washington University 
and an honorary degree of doctor of science from Franklin and Marshall College. 

Dr. Dowling is a member of a citizens’ committee appointed by the Secretary 
of Health, Education, and Welfare to give advice regarding the activities and 
functions of the Food and Drug Administration (1955); member of Subcom- 
mittee on Infectious Diseases and Chemotherapy of the National Research 
Council (July 1952 to present), and associate member of the Armed Forces 
Epidemiological Board. 

On the editorial boards of Antiobiotics and Chemotherapy, Antibiotic Medicine 
and Clinical Therapy, and G. P., the Journal of the Academy of General 
Practice. 

Mr. Bratrntk. Will you please proceed with your statement, 
Doctor? 

Dr. Dowtinc. Well, Mr. Blatnik and members of the committee, 
I presume I have been invited here mostly because of a talk which 
I made as chairman of the council of the AMA, the section of the 
AMA on experimental medicine and therapeutics, in which I con- 
sidered the fate of the drugs from the time when they were manu- 
factured until they were actually taken by the patient. This was 
subsequently pub lished in the Journal of the American Medical 
Association. 
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(See appendix, exhibit 12, p. 220.) ; 

Dr. Downe. This is my first appearance before such a committee. 
It is not an accustomed sole with me. I have been a practicing phy- 
sician, and I am a full-time teacher and investigator at present, but, 
because of my work with drugs and because much of my investiga- 
tion has had to do with the testing of drugs and antiobiotics—the 
sulfa drugs, for instance—I became considered with this intermediary 
period between the time when a drug is manufactured and when it 
is actually taken by the patient. 

It is my understanding that this committee has for its function 
not the advocacy of certain legislation, but that you are investigating 
the broad field and that you are interested in finding out what could 
be done to improve any situations which might not be satisfactory 
in connection with the promotion of drugs, and it is under these cir- 
cumstances that I am appearing here—because I would like to co- 
operate in something like this. 

[I have submitted a mimeographed statement and, although it 
is brief, it might be a good idea if I would highlight it for the 
committee. 

Mr. Briarnik. Would you read the statement, Doctor’? It is a 
short, condensed, concise, well-prepared statement. 

Dr. Dow1ine. I might say, first of all, that much of this committee 
investigation has been concerned with the advertising to the public, 
but in my remarks [ am going to talk particularly about advertising 
to the medical profession, because I think this is an important field 
that should be considered in your investigation. 

New drugs are being discovered, produced, and marketed at an 
ever-accelerating rate. In the 20 years ending in 1953, 182 new 
drugs were added to the United States Pharmacopoeia, which, of 
course, is the official compedium of drugs, while, in the 20 years end- 
ing in 1955, 742 drugs were added, or over 4 times as many. Even 
this does not tell the whole story, because many drugs are marketed 
under several different names, while others are slight modifications 
of existing drugs. The 1957 edition of the Physicians Desk Refer- 
ence to Pharmaceutical Specialties and Biologicals lists over 6,300 
brand names of products that are advertised only to the medical pro- 
fession. This means that a doctor must keep up with a large per- 
centage of these in order to be able to practice medicine well. At 
least, he has to be able to find out something about any 1 of these 
6,300 brand names of products, and there are many more than these, 
that are advertised only to the medical profession. 

Now, I should like to give a picture of the impact of the promotion 
and sale of this huge number of drugs upon the practicing physician. 

So-called ethical advertising is directed to the physician rather 
than to the layman. It is a fallacious, but nevertheless frequently 
repeated statement, that as long as advertising is directed to this 
professional group it cannot mislead them because they have enough 
knowledge to be critical of the facts presented. I shall try to give 
my opinion as to why this is not true. In the first place, funda- 
mental knowledge regarding the actions and toxic effects of drugs 
is needed and this knowledge cannot be acquired by a practicing 
physician within a short period of time. Changes in medical treat- 
ment are taking place so rapidly that one method of therapy may 
be displaced by a completely different one in the space of a few years. 
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For example, when the sulfa drugs were introduced and shown 
to be quite valuable in the treatment of pneumonia, the serums that 
had been in use for many years were no longer needed and were 
immediately replaced, were of no use any longer, and the doctor who 
had acquired a lot of knowledge in connection with this had no use 
for this knowledge, or very little use, and had to learn about the 
whole new field of sulfa drugs. 

The same thing was true of penicillin. Let’s take syphilis, for 
example, where we had used the arsenical drugs very effectively. 
Penicillin was found to be more effective and immediately the arseni- 
cal drugs were no longer of any value in this area. The doctor’s 
knowledge was wiped out, so to speak, in this one area, whereas he 
had to learn all this about the new group of drugs within a short 
period of time. 

Secondly, the rate at which new drugs are introduced is so rapid 
that the busy doctor cannot keep up w ith them unless clear, concise 
and authentic information is given to him. When the information 
is incompletely presented, or is suggestive rather than factual, learn- 
ing about the multitude of new preparations becomes impossible. 
Much of the early work on a new drug is of a preliminary nature 
and therefore the observations lack adequate controls. By this I 
mean the proper way to test a new drug, is to give an inert prepara- 
tion, to an equal number of patients, neither patient nor doctor 
knowing that this inert preparation is being given instead of the 
drug that is to be tested, and then one will find out whether there is 
any difference in the effect between the inert preparation and the 
other. In the case of a serious illness, one would not give an inert 
preparation, but would give a drug which is already known to be 
effective and compare with the new drug. But the best way to do 
it is to use what we call a double blind method, so that neither the 
patient nor the doctor can be confused by what he expects to happen. 
He finds out only afterward whether the drug that he used was any 
better than the one with which he is comparing it. This can’t be done 
immediately, obviously, because when a new drug is introduced, first 
of all you have to find out whether it is effective at all before you 
start an elaborate comparison, and yet there is a tendency to intro- 
duce the drug before these careful studies are made. It is important 
that marketing of a drug be withheld until adequate studies of its 
efficacy and toxic ity in patients have been made. 

The third reason why the doctor can’t keep up is that the promotion 
of a drug sometimes antedates the publication in scientific journals of 
the facts upon which the physician can base his own opinion. Refer- 
ences in advertisements to personal communications, rather than to 
articles in medical journals, prevent the doctor from getting the facts 
for himself. By this I mean that if an investigator has tr ied a drug 
in a few cases, writes a letter to a pharmaceutic al manufacturing 
company stating this, the pharmaceutical manufacturing company, 
if it puts out and advertisement at this time, says “Reference 1,” and 
at the bottom of the page, Reference 1 is a personal communication 
from Dr. So-and-So. 

Now the doctor has no way of checking on this personal communi- 
cation, but if the company had waited until the article appeared in a 
reputable medical journal, the doctor could go to the library, look 
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this up and determine in his own opinion whether the drug was val- 


I had these difficulties brought home to me not long ago when a 
patient was admitted to my service at the university hospital who had 
taken a new hypnotic, a drug calculated to produce sleep, probably 
with suicidal attempt. She was brought into the hospital and fortu- 
nately we could identify the drug from her husband, who told us that 
there was a bottle of this beside her bed. She was in a coma. We 
then attempted to find out something about this drug 

Now in a university hospital, in most teaching a and cer- 
tainly a university hospital, we have experts in all areas, so when we 
want to know about a new hypnotic, we will call an anaesthetist and 
ask him, and he will usually know, but a hypnotic which was so mild 
as this is one that wouldn’t be used in a hospital and therefore he knew 
nothing about it. 

We called our own department of pharmacology, which teaches 
medical students about drugs, and they knew nothing about it. We 
then called the local office of the company which manufactured the 
They were very helpful and , 
they had on hand, but the circular which they had on hand merely 
gave the name of the drug, the chemical formula, which is of little 

value to the practicing physician—they are so long and involved now 


ey sent us what information 


don’t mean anything except to ‘the chemist—and the cases in 


Dow.ina. 


which it should be given, but it did not give us certain essential infor- 
It did not give us, especially, the class of drug which this 
Even though we had not treated a case of coma from 
this drug before, if we had known what class it belonged to, we might 
have been able to treat it in a manner similar to that which we would 
have used for some other drug. 

It didn’t give us some of the vital actions upon the vital organs. It 
didn’t tell us in what cases this drug should not be used—at least it 
didn’t elaborate on this very much, and, as a consequence, we were at 
a loss to treat this patient. We treated her as we would any other 
patient in coma, and fortunately she lived. 

Mr. Brarntx. May I ask, Doctor, how did this patient initially get 
this drug? 

Dr. This was obtained on prescription. It was a pre- 
scription sale drug and had been given to her by a physician to pro- 
duce sleep, and she took an overdose. 

These difficulties are multiplied with the practicing physician be- 

cause he doesn’t have any experts to call on, usually, and he has dozens 
of new drugs introduced to him or brought to his attention every 
month. 

Certain facts should be promulgated to the profession about a new 


It should include, of course, the chemical composition; it 


should include the class of drugs to which this drug belongs. 
For instance, I am sure you all are familiar with tincture of bella- 


It is a well-known drug that. has been used for centuries. It is 


used to minimize spasm in the stomach. In recent years the pharma- 
ceutical manufacturing companies have done a magnificent job of de- 
veloping drugs similar to belladona, drugs which are better in that 


are more eftective on the stomach and cause less side reaction 


such as dryness of the mouth and blurring of vision, but these drugs 
are so many and each has a different pharmacopoeial; that is, a differ- 
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ent trade name, so that it is impossible for the doctor to keep up with 
them all. 

It is important that when such a drug is introduced the doctor be 
informed how this compares with the other drugs in this group and 
where it is better, where it is not as good, where it should be used and 
where some other drug perhaps should be used. 

Now one can see why a company isn’t interested in saying where 
another drug should be used, but some way must be found in which 
this information can be gotten to the doctor. 

What I am saying is that the pace of introducing new drugs has be- 
come so rapid that the channels for communic: ting solid facts cannot 
keep up. I do not believe that the responsible members of the phar- 
maceutical manufacturing profession, and this includes most of the 
companies, want it this way, but the techniques of merchandising 
which are familiar elsewhere have gradually taken over in the field of 
the advertising of drugs to the physician. This should not. be so. 
When we are dealing w ith something as important as good health and 
the difference between living and dying, we are dealing with some- 
thing different than shoes and automobiles, and trips to Bermuda. 

The pharmaceutical manufacturers deserve great credit for the 
wisdom they have shown in planning important research programs, 
for the technical know-how which has resulted in the manufacture of 
new and complex drugs, for their willingness to risk large sums in an 
attempt to find better “remedies and their readiness to support worth- 
while research even though it may never bring them a single dollar. 
I believe that this same industry should be able to control the excesses 
of advertising and channel their communications in such a way as to 
inform the doctor properly about new drugs. They do many ‘things 
to contribute to this already, but unfortunately if only a few com- 
panies resort to suggestive : and misleading advertising it is necesssary 
for the others, who constitute the great majority, to step up their ad- 
vertising campaigns also or else lose the market. 

As I said, there are some signs that the pharmaceutical industry is 
trying to improve this situation by a concerted effort. 1 believe ‘the 
committee has in its files a copy of the Points of Procedure for Guid- 
ance in Ethical Drug Promotion which was adopted by the medical 
section of the American Drug Manufacturers Association in 1955. 
Recently, I understand, a committee was appointed to formulate a 
code of ethics for the American Pharmaceutical Manufacturers Asso- 
ciation. The fear has been expressed by some people, however, that 
an attempt to enforce a code of ethics might be considered to be a 
violation of the antitrust laws. It seems to me that if it can be shown 
that. the enforcement of a code of ethics related to advertising would 
be in the best interest of the public, and I believe that it would be or 
I think that it would be, some way could be found for the pharma- 
ceutical manufacturers to serve the public in this manner. 

Here are several suggestions: Perhaps legislation might be enacted 
which would exempt regulation by the pharmaceutical manufactur- 
ing industry from the antitrust acts in this area; or perhaps a regula- 
tory group might be set up by this industry under the sponsorship of 
the Federal Government. Or a fair trade conference might be called 
which could result in certain agreements on the proper testing of a 
drug before its release, and the best methods of informing the profes- 
sion before the dr ug was marketed. Regulation by the industry itself 
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could thus be positive in nature. If certain methods of advertising 
could be agreed upon as informing the physician best, fewer regula- 
tions would be required as to what should be done. Furthermore, the 
pharmaceutical manufacturers might set up certain criteria for the 
determination of the efficacy of a drug before it is marketed. The 
Food and Drug Administration is not authorized to pass on the effi- 
cacy of a drug except in the case of a few certified antibiotics and 
insulin. 

If the method of regulation by the drug manufacturers should fail, 
the alternative would be stricter control of the advertising of drugs 
by the Federal Government. By contrast, this would have to be nega- 
tive in nature, consisting of a series of prohibitions. If this should 
become necessary it seems to me that the control of advertising of 
drugs should be moved from the Federal Trade Commission to the 
Food and Drug Administration because under the present law the 
latter agency must at present investigate every new drug and the 
claims for it, in order to supervise the statements contained on the 
label and in the circular accompanying the drug. In other words, 
they already have to do this for one purpose and therefore they would 
have the knowledge by which they might be able to regulate 
advertising. 

It is important to point out, however, that this would not only 
require legislation giving the Food and Drug Administration the 
power to do this, but increased funds for the enforcement of this leg- 
islation. It would require a considerable increase in the professional 
personnel of the Food and Drug Administration. Such personnel 
is difficult to get and retain with the relatively small salaries available 
at present, so this also means better salaries for well quelified person- 
nel, professional personnel, but I think that you would all agree with 
me that when we say this we are saying that the health of the citizens 
of the United States is at stake and it is far too important a matter 
for us to stop at raising a few salaries. 

Mr. Buarnix. Thank you very much, Dr. Dowling. 

Mr. Plapinger-—— 

Mr. Piaprncer. Doctor, on page 3 of your statement you refer to 
excesses in advertising and the resort by some companies to suggestive 
and misleading advertising. Without referring to drugs by name, by 
trade name, at least, can you give us some instances of this? 

Dr. Dowiine. Yes. I am glad that you put in the preface about 
not mentioning them by name because I think that no useful purpose 
would be served by mentioning individual names. This has more to 
do with trends than it does with individual names. 

There is a tendency, as I said before, to place a drug on the market 
a soon as possible, and this is only natural when a considerable invest- 
ment in money has been put into this and if it is not placed on the 
market soon, some other company will soon have a similar drug, and 
therefore the returns cannot be obtained. 

However, the drugs are often put on the market. before there is suf- 
ficient information in the hands of the company, in my opinion— 
not often, but sometimes this happens—and also when it is given 
to the physician in advertising, the statements are suggestive about 
how wonderful this new drug is. They are not factual statements 
stating exactly what the drug will do and what it will not do. Now 
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IT am talking about certain instances—this is not true of advertising 
as a whole. 

Of course there is also a trend whereby the physician tends to be 
overwhelmed with advertising on a certain drug. The journals will 
have not 1 page, but 2, or 3, or 4, or 5 page spreads upon this drug. 
Sometimes these are very factual and there is good reason for this 
extra space, but often they merely repeat suggestive statements about 
how valuable the drug is. 

Mr. Meaper. May I interrupt, Doctor? Do you mean by “the 
spreads” the advertising ? 

Dr. Downe. Yes. 

Mr. Meraper. Or an article by the physician or the researcher? 

Dr. Downe. No, sir; I mean the advertising, 4 or 5 pages of ad- 
vertising. 

Another trend which has been accelerated recently has been the 
sending in the mail to physicians of small statements on successive 
days merely suggesting that he use this drug. The statement is so 
small and it is obviously intended for suggestion because it contains 
no more than a few sentences. Each day it is slightly differently 
worded, but says practically the same thing. This is merely sug- 
gestive advertising, serves no useful purpose and I have been told—I, 
unfortunately, have not been able to track down the actual informa- 
tion—that a study showed that if physicians did read these and put 
them immediately into the wastebasket, they still tended to prescribe 
this drug more frequently than if they had not read them. So that 
it is purely suggestive advertising or practically purchase suggestion. 
That is what I mean by excesses kd Siabaeative advertising. 

Mr. Priarrncer. You also referred to misleading advertising. 

Dr. Dowt1ne. The misleading portion comes in with this, and is 
obviously sometimes a matter of opinion. I don’t always agree with 
statements that are made about antibiotics, but then I am only one 
investigator. But sometimes I find that the majority of the investi- 
gators feel that certain things have been promoted which were not 
advisable and which could not really be documented. An example 
of this—again I do not wish to mention any names, but a trend was 
the use of combinations of antibiotics where we did not feel, and 
by this I mean the great majority of responsible investigators in the 
field of antibiotics, did not feel that these combinations were war- 
ranted, that there was any evidence that they were any better than 
a single antibiotic used alone and that since one was giving 2 instead 
of 1, one was increasing the possibilities of causing allergic reactions 
in the patient, doubling the possibility if you give 2 drugs, triplng 
it, of course, if you give 3 drugs, and there was less opportunity for 
the physician to know what he was doing because he was giving 2 
drugs. Side reactions to 2 drugs might occur instead of side 
reactions to 1. 

We protested in the editorial columns of a number of medical 
journals, and as far as we were able to determine this caused a number 
of pharmaceutical manufacturing companies to take a second look 
and they decided not to put on the market certain combinations 
which I believe they had been considering seriously putting on the 
market in order to meet this competition. 

Mr. Prartneer. In your article you referred to previously, the 
article containing the speech that you gave, which is contained in 
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the Journal of the American Medical Association of October 12, 1957, 
you state, at page 660, that— 

in the past the council on pharmacy and chemistry of the American Medical 
Association and the council on drugs has led the fight against false advertising 
by quacks and vendors of patent medicines. The battlefront of today has 
shifted and false advertising to the public is no longer the major issue. For 
the future the council needs to aline its forces against false advertising to the 
doctor. 

To your knowledge, has any action been taken by the council in 
this field? 

Dr. Dowtine. The council on drugs, which is the successor to the 
council on pharmacy and chemistry, is interested in this field, but a 
number of the members of the profession have felt that they have not 
been as active as they could be, for reasons which I do not understand. 
They no longer give a seal of approval to drugs which they have 
studied and which they believe are products to be used. In the 
opinion of many of us, including myself, this was a step backward 
because we feel this did introduce a measure of control. 

The members of the pharmaceutical profession and the members 
of the council on drugs would talk these matters over ahead of time 
and a decision would be made as to whether this drug would be ad- 
mitted or not and given the seal of approval. At the present time, 
however, the council on drugs is very carefully following up drugs 
which are introduced on the market and making a report to the medi- 
cal profession about this. These reports sie in the Journal of the 
American Medical Association and can be read by the physician. 
However, they are often technical] onl detailed and the matter is said 
only once, whereas in the advertising, copies come out hundreds of 
times, and they come out rather late because a thorough study takes 
quite awhile. It does seem to me they should be able to put out a 
number of statements about a drug, probably in several areas, not only 
in the Journal of the American Medical Association, and that an 
immediate statement should come out and then a more carefully pre- 
pared statement later about the important new drugs. 

Mr. Piaprncer. But as far as proceeding specifically against false 
advertising, do you have any knowledge of ‘their activity in that field, 
other than the publication of these abstracts that you refer to? 

Dr. Dow11Nnc. In their own journals, they do supervise advertising 
and they have written to referees, inc ‘uding myself, asking advice on 
whether certain advertising is proper. I don’t believe that they feel 
that they have jurisdiction outside of this area. 

Mr. PLaprncer. You make some reference in your prepared state- 
ment as to adequate studies on efficacy of drugs, and in your article 
you make more specific reference. Will you el: tborate on that, please ¢ 

Dr. Dowrinc. Well, as the meen of the committee know, I am 
sure, when we speak of efficacy, we are speaking of the usefulness of 
adrug. At the present time the Food and Drug Administration can 
pass only on the toxicity of a drug, except in the case of a few certi- 
fied drugs. Now obviously the most important thing about a drug is 
whether it is useful or not, and the profession needs to know this. 
It needs to know that someone has ¢ carefully studied this. 

The physicians can find out, as I said before, to a certain extent 
from reading the articles which are published by the investigators 
who have studied the dr ug, but these come out late and he often doesn’t 
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have the opportunity to read them, and besides he may not know that 
particular investigator and know whether his work is reputable or not. 

If an official group were to pass on these drugs, it would immedi- 
ately give the Snes the certification that a drug was really worth- 
while using and he should use it instead of the drug he has been using 
for that purpose, let us say. 

Now I have heard objections made to this, that if this were done it 
might on the physician to malpractice suits because if it could be 
shown that he did not use the drug which this official body had rec- 
ommended, the patient might feel that he was not practicing medicine 
properly and this may be one reason so many people are against this. 
If, however, the pharmaceutical manufacturers could get together 
and make some decisions as to what would be done to test efficacy and 
to promulgate information about efficacy before drugs were intro- 
duced, this would not be an official pronouncement, and yet would be 
valuable to the physician, just as valuable as an official pronounce- 
ment, it seems to me, and therefore I would like to see something of 
that kind attempted. 

Mrs. Grirrirus. Mr. Chairman, may I ask a question ? 

Mr. Buarnik. Mrs. Griffiths. 

Mrs. Grirrirus. Are these investigators at the present time vol- 
unteer investigators; that is, just something that they do on their 
own? 

Dr. Dow1iinc. The companies have certain investigations which 
they carry on in animals themselves, but the companies do not, in 
general, work with the patients. As soon as the drug is ready to be 
used in patients, then it is turned over to people who are competent 
in this field and they do this on what you might call a voluntary basis, 
because they are interested in this area of investigation. They may 
receive a grant from the company to defray the expenses of the in- 
vestigation or they may not, depending upon the individual circum- 
stances. 

Mr. Puarrncer. Would you think that if FDA had to pass upon 
efficiency that this might retard progress in the introduction of new 
drugs? This would be time consuming, I assume. 

Dr. Dowtine. This would be time consuming, but no more time 
consuming than it should be in order to make sure that the best drug 
is used in the proper case. 

In other words, I feel a certain amount of investigation should be 
done, that drugs are sometimes introduced before this investigation 
is done, and therefore, regardless of who is passing on it, the investi- 
gation needs to be done, in my opinion, first. 

When you say “retard,” it would slow down the introduction of 
new drugs, but I do not believe this is retarding progress; I think 
this is making progress, because every time we put a new drug on 
the market which is not efficacious or is not more efficacious than 
similar drugs that we have, it takes a lot of time on the part of the 
investigators to study this drug and to prove to the profession who 
have already begun to us it that they should not use it. This takes 
time away from investigating new drugs which are efficacious. 

Mrs. Grirrirus. May I ask, then, are you suggesting that some- 
times the patient may die, may remain ill longer, and so forth, and 
so on, because it is not a tested drug ? 
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Dr. Downe. Because the drug is not tested properly, in my opin- 
ion, sometimes the patient may not receive the best drugs and there- 
fore may remain ill longer. 

Mrs. Grirrirus. Or die? 

Dr. Dow.ine. Or even die, although this probably doesn’t happen 
very often. 

Mr. Meaper. Mr. Chairman—— 

Mr. Buiatnix. Mr. Meader. 

Mr. Meaper. Dr. Dowling, how many agencies within the Ameri- 
can Medical Association have some responsibility in this field? I 
believe you have mentioned two. You are chairman of one council, 
as I understand it. 

Dr. Dow.tne. I changed that, but you apparently didn’t catch my 
mistake. I was chairman of the section on experimental medicine 
and therapeutics, which is a scientific section of the national meeting 
each year. We do not have any jurisdiction over what is done; we 
merely have to do with the official program which is put on. 

The Council is the Council on Drugs, which was formerly the 
Council on Pharmacy and Chemistry. 

Now the only other agency which I can think of which is connected 
is the Journal of the American Medical Association, and the other 
journals which they publish and which contain scientific articles di- 
rected to drugs and contain advertisements. 

Mr. Meaper. We had a witness here a few days ago, a Dr. Barte- 
neler, a psychiatrist, and this inquiry, as I understand it, dealt pri- 
marily with tranquilizers. I don’t know that it needs to be confined 
to that, because we are concerned with the Federal Trade Commis- 
sion’s activities under the statute in policing representations made 
to the medical profession in connection with ethical drugs. But can 
you tell me—I am not sure I can recall the organ of the American 
Medical Association that Dr. Bartemeier represented, but I do recall 
he testified, in answer to a question 1 asked him, that he spoke offi- 
cially on behalf of the American Medical Association. Maybe counsel 
can tell you. 

Mr. Fisrewenin Dr. Bartemeier was selected by the AMA to speak 
on its behalf. 

Mr. Meaper. What agency ? 

Mr. Jounson. Chairman of the council on mental health. 

Mr. Meaper. Well, are there any other agencies or activities within 
the American Medical Association that might bear upon this question 
of advertising by a pharmaceutical house to the medical profession 
with respect to ethical drugs? 

Dr. Downe. I am not closely connected with the American Medi- 
cal Association and I couldn’t say, except that in the case of any 
group which is interested in a special area of medicine they would 
also be interested in the drugs used in that area, and this is true of 
Dr. Bartemeier’s group, you see. He is a psychiatrist and is inter- 
ested in anything that psychiatrists are likely to use. 

Mr. Meaper. Now, confining your interests for the moment to the 
so-called tranquilizers, are you aware of any widespread misrepre- 
sentation by pharmaceutical houses to the medical profession with 
respect to those particular drugs ? 
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Dr. Downe. Well, Mr. Meader, I am a professor of medicine and 

therefore I am cognizant, in a general way, of any of the drugs that 
are introduced, but this is not my particular field of investigation, 
and I would hardly be more competent to speak on this than any 
other practitioner of internal medicine. I know that across my desk 
come dozens and dozens of these pamphlets and cards about new tran- 
quilizers, which I immediately put in the wastebasket every day, and 
I learn about tranquilizers from articles which I read in reputable 
medical journals or from my colleagues who are studying them. That 
is about all I can say. 

Mr. Meaper. You mean you put these circulars in the wastebasket 
without reading them ? 

Dr. Downe. I do. 

Mr. Meaper. Or without determining whether they contain mis- 
representations or not ? 

Dr. Dowttnc. I do because I would not. be competent to deter- 
mine whether they misrepresent and I don’t want to have any sug- 
gestion made to me whether this drug is any good or not. I prefer 
to find it out in what I consider a proper manner. 

Mr. Meaver. Well, I am a little concerned that the committee isn’t 
in a very good position to blame the Federal Trade Commission or 
charge the “Federal Trade Commission hasn't policed the advertising 
of pharmaceutical houses to the medical profession if we don’t have 
some kind of testimony or record here that there has been such mis- 
representation. Dr. Bartemeier testified he knew of none and I am just 
wondering whether you are sufficiently familiar with the tranquilizers 
to know whether this is so, whether harm is being done through mis- 
leading statements made by pharmaceutical houses to the medical 
profession with respect to tranquilizers. 

Dr. DowtiNnc. No, sir; I am not in the field of tranquilizers. 

Mr. Meaper. Could you suggest to the committee who in the medical 
profession or elsewhere would be competent to make a judgment on 
this question ? 

Dr. Dowr1na. I cannot offhand, but, if the committee would like, 
I will attempt to find some names and transmit them to you. 

Mr. Puaprrncer. Mr. Meader, if I may, on Monday there was some 
3 hours devoted to this subject. 

Mr. Meaper. Yes: I was unable to be here. 

Mr. PuraprNerr. Yes; and Dr. Dowling is just commenting on 
general ethical advertising. 

Mr. Mraver. Now, Dr. Dowling, I was interested in your three 
points supporting the proposition that doctors might be misled. 1 
don’t think anybody would argue about the points you make, but 
wouldn’t it be assumed that a doctor who was on his toes and inter 
ested in his field would keep up with these developments and thus be 
sufficiently informed not to buy some misrepresentation? At least to 
a greater degree he would be on his guard than the general public 
in advertising that might be persuasive. 

Dr. Dowiine. Mr. Meader, I think you make an extremely impor 
tant point, and I think that your last statement is certainly true, that 
better than the general public he can determine the v: alue of drugs. 
But I think that the assumption that the doctor is able to keep up w ith 
these things is something which is no longer true or which no longer 


holds because of the multiplie ity of drugs and because the facts are 
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not gotten to him fast enough when the drugs are being introduced 
SO fast, and the revolution in the field has occurred so rapidly that the 
pharmacology, which is the scientific study of drugs underlying the 
use of the drugs, which we all have to study in medical school, the 
pharmacology changes i in two decades so much as a result of the new 
drugs that have been introduced displacing old drugs. 

Mr. Mraper. W ell, it isn’t fair to generalize, perhaps, about a pro- 
fession, but isn’t there a factor at least in a doctor’s resistance to 
a change of method of treatment until there has been a case made 
showing that there is a new way that is better, the burden of proof 
having ‘been met, and wouldn’t there be a tendency to be conservative 
about 1 using new methods and new drugs until they had been shown 
to be safe and efficacious ? 

Dr. Dow ina. This, again, is an extremely important point, sir, 
and I would say that this has been the tendency of the profession. 
In my personal opinion, I think the profession has changed and 
I think the change has been the result, first of all, of so many new 
and excellent drugs which have been developed that one changes from 
an attitude of pessimism to an attitude of optimism, in general, and, 
second, due to the deluge of advertising with which the doctor is 
being bombarded. 

Mr. Mraprer. Now I would like to ask you—maybe I didn’t get 
the implication of some of your suggestions here, but isn’t there an- 
other side to this picture? If we ‘set up some exemption from the 
antitrust laws or we require a governmental agency to investigate 
the efficacy, as well as the possible side effects of new drugs prior to 
their being marketed, won’t we tend to freeze and suppress the dis- 
covery of new beneficial methods of treatment of diseases? I mean 
isn’t there an advantage in the freedom of everyone to discover new 
and beneficial things for mankind, and when you start controlling 
it and suppressing it, aren’t you perhaps st ultifying progress ? 

Dr. Dow11ne. I think that there is this possibility. that might per- 
haps happen if it were improperly done. Isn’t this something that 
happens in all regulations? Isn’t this a hazard of all regulation, 
that we may freeze things if we are not careful or that it may get 
in the hands of certain people to whose interest it would be to freeze 
things? But, on the other hand, we need a certain amount of regula- 
tion in a field such as this. The decision you have to make as rea- 
sonable citizens and you have to make as legislators is where is that 
regulation going to be, at what point in the spectrum. 

We obviously do not want complete regulation; we don’t want 
lack of regulation. We want something in the middle of that, so that 
both things can happen, that we can have protection for the public 
and that we can have freedom for the companies to experiment, and 
I honestly believe that they can have more freedom this way. The 
reason is this: If they are freed from the compulsion to get a drug 
out rapidly in order to beat a competitor to it, they can spend more 
time devising really new preparations, rather than slight modifica- 
tions, which is what most of their time is spent doing now. 

Many of the modifications are just different. They are no better; 
they are just different. So if one company holds a patent, another 
company which doesn’t hold that patent can have something different 
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which they can patent, which will do just as well. This doesn’t add 
anything to the public interest. 

Mr. Meaver. I am not sure that I understand you. Did you say 
you don’t favor competition in trying to beat your competitor to the 

unch in getting on the market with a new discovery that would be 
helpful to people ? 

Dr. Downe. I favor, sir, competition ; I favor getting on the mar- 
ket with a drug which is valuable, not getting on the market with 
just another drug which has no value over the other. I feel that if 
there is a slowing up of this process, of the actual promotion part 
of the process, not a slowing up of the research, more attention can 
be put into the fundamentals of research and really new drugs dis- 
covered instead of useless modifications. 

I can give an example in my own field, in the antibiotic field, one 
of the antibiotics that has been used for some time. One company 
finds that by modifying or by using a certain substance in combina- 
tion with this, absorption is improved slightly ; that is, more of it gets 
into the bloodstream or gets in a little faster than when you don’t use 
this. Another company, then, has to find something else which will 
improve absorption. They find something else. It isn’t any better, 
it is just as good; and a third company finds something else. All of 
the three then are given to the profession as if they were really new 
drugs. The doctor that is treating a patient with this drug who isn’t 
doing well, that doctor thinks, “Well, maybe I ought to shift to this 
other modification.” He shifts to the other modification. Of course, 
it isn’t any better. The patient doesn’t do any better. If he didn’t 
have this modification, he would stop and think, “Well, this drug is 
not working, perhaps I ought to give the patient an entirely new 
drug, an entirely different drug.” So this way it is impeding the care 
of the patient by having all these modifications. It is not only con- 
fusing the physician, but it is impairing the care of the patient. 

Mr. Meaper. Well, I have the feeling, and maybe this is a matter 
of political philosophy, that this whole business is dependent upon the 
incentive of getting a better product, and if that is destroyed by some 
form of governmental regulation or by some kind of a cartel setup, 
that actually progress will be retarded. Now, maybe you don’t agree 
with that philosophy. 

Dr. Dowtine. I couldn’t agree with you more, sir, but the key word 
in what you said is “better”—putting on the market a better drug, 
and if the companies can have their time and attention devoted to 
producing better drugs, rather than producing another drug which 
is just as good, we will all be better off and the companies will be 
better off. 

Mr. Meaper. Well, maybe that is somewhat similar to the rivalry 
between the Army and Navy and Air Force in the guided-missile 
field. 

Dr. Downe. I don’t think we ought to get into that, sir. 

Mr. Meaper. That is all. 

Mr. Biarnrk. Doctor, you stated these dozens and dozens of pieces 
of literature are coming into you which you are throwing away with- 
out reading them. We had several samples of that type of advertis- 
ing that was unobjective and largely promotional in character, which 
was presented to the committee this past Monday. What puzzles me 
is that these high-grade, very scientific pharmaceutical firms who do 
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an excellent job in developing new drugs and refining them, and I 
know it tukes a lot of work and expensive work, but what puzzles me, 
then, is why don’t they make a presentation of their findings on their 
drugs to doctors in an objective way. 

Now, obviously somebody must be reading this literature. It is com- 
ing in every day to hundreds of physicians throughout the country. 
The question is, Do you feel that that is merely promotional matter 
to boost up sales, | than emphasis just on the efficacy of the new 
and excellent drug? Why is this being done by these responsible 
scientific firms ¢ 

Dr. Dowuiinc. Well, Mr. Blatnik, I know very little about the 
business world. I have many friends in the pharmaceutical industry, 
and I think they they have done an excellent job, but it seems to me 
that in every such industry there are the men who represent the scien- 
tific and the medical, and those who represent the promotional side 
and when the men who represent the professional side are able to 
have their way, advertising becomes more like advertising of refrig- 
erators and automobiles and less like advertising from a responsible 

rofession. Apparently this pays. It pays, I think, because the pace 
is so great that if one can get his drug sold to enough physicians, the 
proper returns will be made before the physicians find out that this 
drug is no better than some other drug. 

If this process could be slowed up in some way or if the extreme 
promotion could be diminished, I feel then it will still pay, but it 
will pay on the basis of the best drug being sold, rather than the one 
that is promoted the most. 

Mr. Buatnik. There is an interesting shift taking place just these 
last few years—5 or 6 years. You notice the pharmaceutical com- 
panies have shifted their concentration of their effort on tranquilizers 
so that as high as 70 percent of their total output of drugs is in the 
field of tranquilizers. Tranquilizers are now no longer a single 
individual drug; they are getting to be released in the form of double- 
barreled action, and soon it will be a triple-barreled action and then 
it will be a machinegun effect where they really pepper you in all 
directions. They will hit this symptom and that symptom. 

Just within this last week, the New Yorker, which is plenty reliable, 
and this gentleman from New York will verify as to the high caliber 
of the New Yorker—— 

Mr. Puarincer. As an expatriate New Yorker. 

Mr. Biatnik. We will correct the record. 

Here is a full page ad in the February 22 issue, introducing “tran- 
quilease,” a cosmetic tranquilizer for the skin. They present this 
original preparation for “modern beauty problems of the skin out- 
wardly affected by tension, emotional upset, fatigue. It lulls the 
complexion with an invisible film. $15, plus tax.” 

So, without trying to be facetious about the thing we are interested 
in at least focusing the spotlight at an area that affects many people 
and the problem that I think is generally regarded as No. 1, and far 
too little understood, the problem of mental health in America. We 
would like to sort of put the spotlight on and keep ourselves informed 
a little bit in advance as these developments which have taken place 
in the last 5 years are further accelerated, not only larger in volume, 
but more complex. We don’t have to have a crash program to see 
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what has happened in this whole field. We would like to keep ahead 
of it and help encourage it in the most positive, constructive channels. 

Mr. Meaprer. Mr. Chairman, will you yield to me? 

Mr. Buarnik. | will be glad to yield to you. 

Mr. Meaper. As long as you referred to a specific product, I would 
like to ask you, Dr. Dowling, a question about it. Do you think that 
kind of advertising would impress a physician if it were with regard 
to an ethical, rather than a proprietary drug ? 

Dr. DowLine. This is a little too extreme to impress a physician. 

Mr. Biatrnik. Yet we had Monday a series of gadgets and expen- 
sive color, dramatic photographs showing what a tired housewife 
looks like, what a tired businessman looks like, as though a doctor 
didn’t know without the use of rather excellent photography and 
again what puzzles me is why this enormous amount of money is spent 
on literature of this type, and apparently, as one of the witnesses testi- 
fied Monday and called rather low-level material and strictly promo- 
tional material, and they direct it at the doctors themselves. It 
wouldn’t cost more money to give an objective, factual, easily read- 
able, net, yet concise and complete documentation of a particular drug 
which the doctor would be tickled pink to get. They are busy, and 
we are trying to, although they are in the minority, we are trying to 
encourage, if we can, and do encourage within the profession and 
within the industry itself the more responsible type of promotion. 

Now what puzzles me is these pharmaceutical people know better 
than anyone else the high level of performance of the medical pro- 
fession. They know better, certainly, than laymen and yet they, of all 
people, should be the last to be trying to push that type of promot ional 
literature. They are the first ones to be doing it. Again it is a ques- 
tion of why. Is it a matter now of raising profits and really promot- 
ing volume of these drugs, with more emphasis on the advertising and 
promotional end of the thing, rather than doing the most good for the 
most people and being of real aid to the doctor ¢ 

I didn’t mean to make a long speech, but I am trying to express 
our concern in the area, which is to keep a watchful eye on it. We 
think it is extremely important a ind we do feel certain it wil! continue 
to be ever incre: singly Import: int to the welfare of these people. 

Mr. Mraper. Mr. Chairman, could I ask another question / 

a Biatnik. Mr. Meader. 

Mr. Mraper. Dr. Dowling, I asked a question about tranquilizers 
a few moments ago, and I gather that your field is more in antibiotics 
than tranquilizers, but let’s open it up to all of the ethical drugs. Are 
you aware of any serious abuse by pharmaceutical companies in mis- 
representing their products to the aed profession in ethical drugs 
generally ? 

Dr. Downe. This depends, sir, on what you mean by misrepre 
senting, and one could define this in different w ays, and it is also a 
matter of my own personal opinion that advertising by suggestion and 

also by eliminating the portions of information which would be de- 
rogator y tothe drug in playing up the things which are- 

Mr. Meaper. Are you referring now to a failure to mention pos- 
sible side effects / 


Dr. Downine. Yes, and instances in which the drugs should not be 
used. 
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Mr. Meaper. Are you aware of any activity on the part of the Fed- 
eral Trade Commission to stop such abuses # 

Dr. Dow1ine. No, sir; I am not. 

Mr. Meaper. You are aware that they do have a responsibility under 
the statute in this field ? 

Dr. Dowrine. Lam. 

Mr. Meaper. But so far as you know, the Federal Trades Com- 
mission has taken no action, at least that has come to your attention, 
to police misleading advertising to physicians of ethical drugs? 

Dr. Downe. As far as I know, 

Mr. Biarnrx. Any further questions ? 

Mr. Meaper. I would like to ask one more question. In your rec- 
ommendations, it seems to me you start out by recommending, first, 
the industry exercise self-restraint ; second, perhaps a code of ethics 
of some kind on advertising of ethical drugs be established, either by 
the industry or perhaps by some governmental agency ; third, that the 
industry be exempted from antitrust laws so that it can suppress any 
misleading advertising by individual drug companies; and then as a 
last resort that the Government police this advertising, which, of 
course, already is written into the statute. I mean the Federal Trade 
Commission has that authority. But you believe that that authority 
should be exercised not by the Federal Trade Commission, but by 
the Food and Drug Administration. Am I correctly summarizing 
your recommendations ? 

Dr. Dowtrne. Yes. 

Mr. Mraper. That is all. 

Mr. Biatnix. Thank you very much, Dr. Dowling, for your very 
helpful and enlightening statement. 

Our next witness is Dr. Albert H. Holland, Jr., Head, Medical 
Department, Food and Drug Administration. 

yood morning, Doctor. We welcome you to the committee and 
appreciate your assistance here in previous conferences in this field. 

Doctor, you have a prepared statement ? 

Dr. Hotzianp. I do. 

Mr. Buiatnrk. Do you have any preliminary statement you wish 
to make or shall we proceed with the reading of this 

Dr. Hottanp. I will proceed with this. 

Mr. Mraper. Why don’t we have a little biographical sketch? 

Mr. Buarnrk. The doctor is well known and has testified before. 
Make a brief statement, Doctor, how long you have been in your 
present capacity, and submit any additional material for the record. 


STATEMENT OF DR. ALBERT H. HOLLAND, JR., MEDICAL DIRECTOR 
OF THE FOOD AND DRUG ADMINISTRATION 


Dr. Hottanp. I joined the Food and Drug Administration as its 
Medical Director March 31, 1954, and served in that capacity to date. 
I received my medical education at New York University College of 
Medicine at New York City and my hospital training in New York 
Post-Graduate Hospital and Medical School, and Memorial Hospital 
for Cancer and Allied Diseases. I was then inducted into the service 
and assigned to the Manhattan Engineering District in Oak Ridge, 
Tenn., where I stayed on in a civilian capacity with the Atomic En- 
ergy Commission for a total of over 4 years. 


cr ze nes 
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I then left the Atomic Energy Commission and joined the Armour 
Laboratories in the pharmaceutical industry in Chicago, and was with 
that firm for 4 years as its medical director before coming to the 
Food and Drug Acasiniottation, 

Mr. BuiatniK. Doctor, please proceed with the reading of your 
statement. 

Dr. Hotiann. Thank you. 

Mr. Chairman and members of the committee, my name is Dr. 
Albert H. Holland, Jr. I am the Medical Director of the Bureau 
of Medicine, Food and Drug Administration, Department of Health, 
Education, and Wefare. 

The Food and Drug Administration is charged with the sobering 
responsibility of administering and enforcing the provisions of the 
Federal Food, Drug, and Cosmetic Act and the general regulations 
pertaining thereto. This legislation was originally enacted by the 
Congress in 1906 and was comprehensively revised in 1938. It pro- 
vides broad and essential protection to the American people, to the 
consumer, with respect to foods, drugs, devices, and cosmetics. Con- 
currently it tends to safeguard the honest manufacturers and dis- 
tributors from some of the abuses and inroads of the dishonest and 
the irresponsible. Of signal import is the continuing protection the 
statute affords to both physician and patient alike in the field of 
drugs. Both have justly come to rely on the safety and reliability, 
as well as in most instances, the efficacy of our American drug supply. 

Without doubt one of the most significant provisions of the law 
is that pertaining to new drugs; that is, section 505. The group 
of drugs currently of interest to this subcommittee, the so-called 
tranquilizers, are considered to be new drugs under the law and are, 
therefore, subject to its special requirements. To the best of my 
knowledge, all of the new tranquilizers now distributed in interstate 
commerce for prescription use have been shown to be safe for use 
under the conditions suggested in their labeling, through compliance 
with these new-drug requirements. 

Specifically, section 505 provides that no person shall introduce 
or diner for introduction into interstate commerce any new drug 
unless an application is effective with respect to such drug. In order 
to obtain an effective new-drug application the applicant must furnish 
the Secretary (1) full reports of investigations which have been 
made to show whether or not the drug is safe for use; (2) a full list 
of the articles used as components of such drugs; (3) a full statement 
of the composition of such drugs; (4) a full description of the methods 
used in and the facilities and controls used for the manufacture, 
processing, and packing of such drug; (5) such samples of the drug 
and its components as the Secretary may require; and (6) specimens 
of the labeling proposed to be used for such drug. This informa- 
tion in proper Fla constitutes a new- -drug application which any 

erson has the right to submit to the § Secretary for review. The 

ood and Drug Administration acting for the Secretary must take 
appropriate action and respond within 60 days or the application 
becomes automatically effective as provided for in the statute. 

Apart from the consideration of inherent safety of the drug under 
the proposed conditions of use, the labeling assumes primary im- 
portance to the physician and to his patient. It, obviously, is in- 
separably linked to safety for it is only through truthful, informative 
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labeling that the physician becomes aware of the usefulness, the limi- 
tations, and the potential side effects and contraindications to its use. 

Labeling i is defined in the act as any printed, written, or graphic 
material which accompanies the product. This includes the infor- 
mation on the actual label of the immediate container; the informa- 
tion on the carton, if one is used; perhaps of greatest import, the 
information contained in a package insert or other official brochure 
referred to on the label as literature available to physicians on request ; 
and generally any promotional literature which reaches the physician 
or consumer in possession of the drug. For new drugs, the labeling 
on the retail package and the official brochure are subject to detailed 
review, sometimes sentence by sentence and even word by word, by 
our New Drug Branch. I should like to emphasize here that while 
administrative and legal considerations are inevitably involved in this 
work, primarily we are dealing in a highly complex area of medical 
science and technology, therefore, our relationship with a new drug 
applicant is preponderantly at the scientific level. 

It is the pohey of the Food and Drug Administration, publicly 
expressed by both Commissioner George P. Larrick and myself, that 
it is the manufacturer’s or distributor’s responsibility to assure himself 
that his promotional and educational literature to physicians, so-called 
direct mail, conforms to and stays within the terms and limitations 
of his effective new-drug application. The official brochure of the 
product establishes an unmistakably clear pattern for the firm to 
follow. Of course any new-drug application can always be amended 
to extend its scope when and as additional and acceptable scientific 
work justifies it. At that time the official brochure must also be 
revised to reflect the changes and to convey the information to the 
medical profession. 

This statute, the Federal Food, Drug, and Cosmetic Act, is a 
permissive statute, but does provide penalties and remedies for viola- 
tors. Only when an individual or firm transgresses the requirements 
of the law does it become necessary to resort to various means of 
enforcement. The same principle applies to new drug literature. We 
do not and cannot require the prior approval or review of all medical 
literature to physicians about new drugs. We do, however, make 
every attempt to fairly enforce the provisions of the new drug section 
of the law, including those relating to professional literature. If, 
as occasionally happens, a firm makes statements which exceed the 
terms of their new-drug application, then we immediately seek to 
correct the situation. This can be accomplisned in several ways. 
First, we seek to achieve a maximum degree of voluntary compliance 
as recommended by the Citizens Advisory Committee of 1955 by 
inviting the firm’s attention to the statements in question and request- 
ing the firm to present supporting data as a supplemental application 
or to immediately delete the offensive statements. Second, in instances 
of flagrant disregard for the requirements of the law or the truth, the 
firm is given the opportunity for formal hearing to show cause why 
their new-drug application should not be suspended, which would, 
in effect, prohibit distribution and sale of the product. Finally, when 
there is a clear and imminent danger to the public health as a result 
of violative acts, the administration can immediately proceed with 
multiple seizures of the product, criminal prosecution, and if in- 
dicated, issue appropriate public warning. It should be noted, how- 
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ever, this is not a legal limitation nor, indeed, a partial one in all cases. 

This, Mr. Chairman, constitutes a brief presentation of the au- 
thority and control of new drugs as provided by law and regulations 
under the Federal Food, Drug, and Cosmetic Act. I shall be happy to 
attempt to answer any questions which you or 1 members of the 
committee may wish to ask. 

Mr. Buarnrk. Thank you, Dr. Holland. 

Mr. Plapinger. 

Mr. Puiarincer. Dr. Holland, does the FDA, on these new drug 
applications, routinely request from the drug firms making the appli- 
cation evidence of negative reports, whether published or unpub- 
lished ? 

Dr. Hotianp. Yes, and the law provides that the firm must pre- 
sent full reports. They do not have the privilege of selection and 
presenting only those which are favorable and deleting those which 
are unfavorable. 

Mr. Prarrncer. Now in connection with the promotion of tran- 
quilizers, are you aware of or have there been excesses in the promo- 
tional literature ? 

Dr. Hotzianp. There are a few instances, Mr. Plapinger, where we 
have taken action where we felt that statements were being made by 
the firm which exceeded the terms or provisions of their new-drug 
application. 

Mr. Piarrncer. Can you generally comment on the type of excess 
that has been indulged in? 

Dr. Hottanp. Yes. I should like to point out first, as I said 
in my testimony, we do not and cannot review or grant prior ap- 
proval to all of the direct mail to physicians in this country. How- 
ever, when we find a piece which we believe to be in violation of a 
new-drug application, either because we perused this material our- 
selves or have it directed to our attention, we then take appropri- 
ate action. One instance which I can recall, a statement was made 
by a firm which we did not believe was justified for any medica- 
tion. When this advertising material was presented to me and mem- 
bers of my staff reviewed it, we immediately wrote that firm. The 
letter went out the same day. The medical director of the firm re- 
sponded by telephone call the next morning and, as I recall it now, 
was in my office on the following day. 

We discussed the subject, gave him our views, with which he was 
in general agreement. He was able to go back to his firm and stop, as 
of that time, any future use of the statement. 

Mr. Piartncer. Meanwhile this was material that had already been 
forwarded to the profession ? 

Dr. Hottanp. Yes, it had gone out in at least one mailing, I know 
of, and had been included in some journal advertising. 

Mr. Piarineer. Was there any retraction or just a revision of the 
advertising that was requested ? 

Dr. Hotianp. In this instance we did not require a retraction. In 
another instance with which I am familiar, a firm was quite blatant 
and, in fact, in our judgment misleading, as well, in their claims, 
which far exceeded the terms of their effective application. In that 
instance we thought that the violation was serious enough to serve 
them with notice for a formal hearing to show cause why their appli- 

‘ation should not be suspended. They immediately responded _be- 
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cause a suspended application puts the firm out of interstate com- 
merce, unless it chooses to do so in complete violation of the law. 
They responded immediately. We had several meetings during a 
period of a week or 10 days, with representatives of the firm, the 
firm’s counsel, and members of our staff and our general counsel’s 
office. In that instance we caused this firm to write a letter to about 
150,000 physicians, to every physician that had ever been on their 
mailing list, on any of the mailing lists they had ever used, saying 
it had been called to their attention by the Food and Drug Adminis- 
tration that the claims that were made were not in accord with their 
effective new-drug application, and that they, therefore, were enclos- 
ing a revised official brochure which set forth the only legitimate 
claims which were recognized at that time under the new-drug 
procedure. 

a Priapincer. This type of excess, is this peculiar to tranquilizers 

r have you had any other instances involving other drugs? 

"Dr. Hoiianp. Yes, we have, Counsel, primarily in instances where 
statements were made in advertising material for which we felt that 
there was either questionable or no support. I must say that in my 
short tenure with the Administration, 1 have no knowledge or I have 
yet to come across an instance when such a problem was called to the 
attention of the firm that the firm did not change voluntarily and 
immediately. 

Mr. Piaptncer. There has been some previous testimony—lI believe 
Dr. Dowling made some allusion to the rash of new drugs on the 
market. How has this reflected itself in your workload? It is your 
office that processes the new-drug applications ? 

Dr. Hotianp. Yes, it is, sir. In my office, our New-Drug Branch, 
of which Dr. Ralph Smith is the Chief, the initial new-drug applica- 
tions, original new-drug applications, as we call them, processed in 
fiscal year 1957 was 530; in 1956, it was 520; in 1955, it was 606. If I 
may jump back then to 1950, there were 618; in 1945, there were 213. 

In addition to the processing of these original new-drug applica- 
tions, we also are charged with the responsibility of processing sup- 
plements or amendments to applications which are in effect. Such 
amendments may provide for a new dosage form or a different dosage 
level or a different medical indication for use. 

In 1957 we processed some 3,322 supplements; in 1956, there were 
4.613; in 1955, there were 4,552; and in 1954 there were 1,197. 

Mr. Piaprncer. You mentioned in your statement that unless action 
is taken on this new-drug application within 60 days the application 
becomes automatically effective. 

Dr. Hotianp. Yes. 

Mr. Piaprnger. Are you able to process this volume of work within 
the statutory time limit ? 

Dr. Hottann. With very few exceptions, Mr. Plapinger. Our 
staff has processed this tremendous load within the statutory time pro- 
vided, but only at the cost of great personal sacrifice on their part. 

There was a time not too long ago in the Bureau of Medicine when 
the group in our New-Drug Branch was spending something in the 
neighborhood of a hundred hours of unpaid overtime a week in order 
to keep ahead of this workload. 
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Mr. Piapincer. Incidentally, how many people do you have in your 
New-Drug Branch? How many professionals 4 

Dr. Hortanp. We have positions for 8 physicians and 9 chemists. 
Unfortunately, even though those are budgeted positions, we are un- 
able to fill a significant portion of those jobs. 

Mr. Piapincer. What do you mean by a significant portion / 

Dr. Hotianp. Well, in the chemist field we are more fortuante. 
We now have 8 out of 9 chemists on the job today. When it comes to 
physicians, however—and we are talking about a highly trained 
specialized type of physician—one who has had considerable experi- 
ence in one of the basic sciences, preferably pharmacology, biochem- 
istry, or physiology, in addition to his medical training, we have 3 
full-time physicians out of 8. Because we were running so far be- 
hind, because we have so much difficulty in recruiting this kind of per- 
sonnel, we have had to resort to employment of some half-time physi- 
cians. We went to some friends of ours at George Washington Uni- 
versity and told them of our plight and they were able to select for 
us some young men who were just finishing either 3, 4, or 5 years of 
residency training, able and competent people, who were slated to go 
into private practice, but who until their practice got well established 
would be able to devote half time to processing new drug applications 
for us. We now have 4 such people with us, which, in effect, is 2 
more full-time people. So out of our 8 budgeted positions for New- 
Drug Division, we have but 5 filled and 2 of those represent 4 half-time 
men. 

(See appendix, exhibit 13, p. 226, for additional statement of Dr. 
Holland. ) 

Mr. Piapincer. Now, you referred to the difficulty of getting people 
to fill these positions. Is that because of the unique background or 
experience that is required for the position or are there also other 
factors involved in your inability to recruit personnel ? 

Dr. Hoxtzianp. I think it is both. Certainly the kind of back- 
ground that we would prefer and that we believe the public is entitled 
to and in a sense the industry is entitled to if these men are to sit in 
judgment on the Nation’s supply of new drugs demands people of 
the highest caliber, ability, and training. 

In addition to that, we, of course, are beset with the usual diffi- 
culties of Government salary scales, and particularly is this acute 
with competent physicians. 

Mr. Prarincer. What is the salary scale for your eight physicians ? 

Dr. Hornanp. The Chief of the Branch is a GS-15, and the other 
members of the Branch are 14’s or lower. 

Mr. Puartncer. You have mentioned that you have difficulty in 
obtaining people at these salary levels. Do you have difficulty in re- 
taining them, also? What is the turnover in the New Drug Branch? 

Dr. Horianp. I can’t give you an exact figure over a ‘prolonged 
period of time, but I can give you some specific instances. Just 
short of a year ago we lost one of our most valuable and experienced 
people, a man mentioned in prior testimony by Dr. Kline. That was 
Dr. Ernest Q. King. Dr. King left us and transferred to the Vet- 
erans’ Administration, who offered him something close to $3,000 
more a year, which in terms of retirement and things that he wanted 
to do in life, got to be pretty important. In addition to his actual 
increased income on an annual Leal this also represented some- 
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thing in the neighborhood of $100 a month additional in retirement 
for himself and his family. One certainly cannot—stand in a man’s 
way under those circumstances. You mika almost urge him to 
take the job. Without urging he did. 

Mr. Piarincer. What was Dr. King’s position with the Branch? 

Dr. Hottanp. Dr. King was, other than Dr. Smith, the senior 
member of the New Drug Branch. He reported to Dr. Smith, as 
Chief of the Branch. 

Mr. Piarrncer. It seems to me that when Commissioner Larrick 
was up here last year, he was accompanied by another gentleman who 
was Deputy Director. 

Dr. Hotitanp. That was Dr. Farrago, my assistant at the time. Dr. 
Farrago has since returned to the Abbott Laboratories and back to the 
pharmaceutical industry in Chicago. That job is not yet filled. 

Mr. Prartneer. That job has been vacant since when, Doctor? 

Dr. Hotianp. This job has been vacant since last August. We 
made a selection of an individual, however, and pending final ap- 
proval, I hope to be able to announce it shortly. 

Mr. Piarincer. Would you rather not discuss whether that would 
be from within the agency or from outside of the agency? 

Dr. Hoxtuanp. I think for the moment, sir, I would appreciate the 
privilge of not answering that, if I may. 

Mr. Puartncer. The Government Operations Committee gives you 
the equivalent of the fifth amendment. 

Dr. Hottanp. May I take it with immunity ? 

Mr. Piaprtncer. Even with impunity. 

I haven’t anything further. 

Mr. Biarnik. Mr. Meader. 

Mr. Meaper. Dr. Holland, I am not clear where the responsibility 
of the Food and Drug Administration ends and the responsibility of 
the Federal Trade Commission begins with respect to preventing mis- 
representation by pharmaceutical houses to the medical profession with 
respect to ethical dene. Could you mark out that line of jurisdiction, 
if there is one, or if there is overlapping, would you describe the nature 
of it? 

Dr. Hotianp. I will attempt, sir, to perhaps a little further delineate 
the area that I believe falls directly within the scope of the Food and 
Drug Administration responsibility, but I don’t feel that I am quite 
competent to comment on what the Federal Trade Commission’s 
responsibilities are, as such. 

In the field of new drugs, which you understand is only part of the 
prescription drug field; there are many drugs that are on prescription 
which are no longer considered as new drugs, but for reasons of public 
safety are restricted to dispensing by prescription. New drugs, how- 
ever, as defined in the law and the regulations 

Mr. Meaper. Before you leave that, do we call those old drugs? 

Dr. Hotianp. We loosely call them old drugs. I think officially they 
are known as nonnew drugs. 

Mr. Meader. Does the Food and Drug Admiinstration have any 
responsibility whatever with respect to the so-called old drugs? 

Dr. Hotianp. Oh, yes: in terms of prescription dispensing. 

Mr. Meaper. I mean with respect to the advertising. 

Dr. Hotianp. If the advertising is distributed in such a way that 
it may be considered labeling; in other words, if it is written, printed 
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or graphic material which accompanies the product, in tlose in- 
stances—and there have been some court cases which would perhaps 
permit this kind of a technical interpretation, though we have not 
been enthusiastic in enforcing it from that point of view—in those in- 
stances where the written, prmted, or graphic material finally arrives 
at a common point, where in the physician’ s possession he also has - 
drug, plus this descriptive material, then it may be considered ¢ 
labeling. 

Mr. Mraper. Then is there any difference between the new and old 
drugs with respect to the scope of jurisdiction of the Food and Drug 
Administration ? 

Dr. Hotianp. In this respect, sir, that with the new drugs, as they 
are processed through this new drug procedure, members of our staff 
have not only the opportunity but the responsibility of going over the 
labeling information, all of the labeling information, ‘including the 
official brochure, in the greatest detail, and on this score the burden 
of proof in the new drug procedure rests with the applicant. He 
must demonstrate safety to our satisfaction, whereas this is not true 
with a prescription drug which is no longer considered to be a new 
drug. If we chose to then take action on an old drug, the burden of 
proof would be on the Government, and this is quite another matter 
in the courtroom. 

Mr. Meaper. It is merely the procedure for enforcement, rather 
than the scope of your authority, then, which differs with respect to 
new and old drugs? 

Dr. Hotnanp. Yes, sir. 

Mr. Meaner. Proceed, then, with the relationship between your 
responsibility and that of the Federal Trade Commission. 

Dr. Hotnanp. There are some circumstances where direct mail on 
new drugs might be considered as labeling. We have not set out to 
make any cases of this nature because to date we have had what, in 
my judgment, is a satisfactory degree—not a perfect degree, but a 
satisfactory degree—of voluntary compliance on the part of the re- 
sponsible segments of industry in correcting or changing or modifying 
questionable advertising practices in those instances where they came 
to our attention, and we in turn called them to their attention. 

It is conceivable that each journal ad, under some circumstances, 
could be identified as labeling. Again we have not undertaken to 
make such a tenuous case, but, rather, have preferred the approach 
of going directly to the firm where unacceptable statements were 
involved. By and large, however, due to the construction of the law 
which enables this new drug procedure, and due to our limited staff 
and facilities, as well, and I think perhaps to some recognition of the 
responsibility of the pharmaceutical industry in this country to do 
some of its own policing and to assume the responsibility for state- 
ments made in the names of their own firms and in the names of their 
own products, we have not been anxious to get into this field on a legal 
basis, in terms of bringing actions against firms for violations. 

Our first action which we would bring, if this were a new drug, from 
a legal point of view, would be, as I have indicated, to offer the firm an 
opportunity for formal he: aring to show cause why their application 
should not be suspended. As long asa drug is a new drug, this is a very 
potent tool in the hands of the Gover nment. In effect, it is a license, 
and with suspension of a license, they are in great difficulty. We have 
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never had to resort to this in my experience because as soon as a firm 
is confronted with such a formal notice, they immediately see the hand- 
writing on the wall and with good legal advice, they are quite willing 
indeed to mend their ways. 

We do not review all of the new drug literature and advertising and 
journal ads. We do review the basic piece which is referred to as the 
‘official brochure. In that document is set forth all of the essential 
information which the physician needs at least initially to safely, 
and we hope effectively, use the drug. 

This is a crystallization, if you will, of the views of the many investi- 
gators who have worked with this drug and whose data is submitted 
as part of that firm’s new drug application. And while I regret that 
I cannot submit it as a matter for the record, I would like to invite 
your attention to a new drug application, some eight volumes of this, 
which we brought along for exhibit purposes. This represents one 
new-drug application. It happens to be on one of the tranquilizers, 
‘which has been under discussion before this committee on occasion. 
This is supporting data which the firm furnished the Government 
and which was reviewed by our staff before this drug was marketed. 

Now the reports from investigators in there will differ because 
investigators differ. Their experiences will differ. They have used 
different dose levels; they have selected their patients differently. 
A whole variety, a whole host of factors come into play. 

The official brochure attempts to crystallize the essential data from 
the experience of the expert investigators who have worked with the 
product and reduced to writing in an acceptable form to us, such that 
it is available either as a package insert to accompany each bottle or 

ackage of the drug or must be available to any physician who writes 
in for literature on request. They may send him other material, other 
information, but this official brochure must be furnished along with 
anything else. It is mandatory that this information be available to 
physicians in response to literature available upon request. 

Mr. Meaver. You don’t have any similar body of information with 
respect to old drugs, as I understand it ? 

Dr. Hotianp. No, sir. Those that were exempted from the new 
drug procedure under the grandfather clause of the 1938 act, we do 
not have this kind of information available in such an integrated 
form. Of course, a wealth of information is available in the medical 
literature. 

Mr. Meaper. Is it only those grandfather drugs that are regarded 
as old drugs? Does a new drug application continue indefinitely or 
is there a period when a new drug becomes an old drug? 

Dr. Hottanp. There is such a time when we de-new drug—a new 
drug, if you will. This is not a very well defined period or interval, 
Mr. Meader, but, rather, is tied to the basic definition of a new drug 
in the law, and a new drug is defined as any drug, the safety of 
which is not generally recognized by experts qualified by scientific 
experience and training to make such judgment as being generally 
safe for use. 

Now, when a drug has been in commerce, been widely used by 
the medical profession and an abundance of papers appear about 
its use in the medical literature and the profession generally and, in 
particular, the experts in the profession say, “Oh, yes, this is now a 





154 FALSE AND MISLEADING ADVERTISING 


standard drug,” this is a time at which we will entertain at least a 
request to take this drug off the new-drug list. 

Now, at long as it remains a new drug, any firms that market the 
drug in interstate commerce must have an effective application on file 
with the Secretary. As soon as the drug is no longer declared to 
be a new drug, then any firm in the drug business, in the legitimate 
drug business, can pick up this drug—other than for patent prob- 
lems—can pick up this drug and use it in any usual dosage form or 
in many combinations, or what have you, at will. The Government 
effectively loses much of its control of drugs when they are taken 
off the new-drug status. 

Mr. Meaper. You spoke about the possibility of your exercising 
— powers with respect to direct-mail advertising. This may 

a silly question, but I think it has been suggested by previous wit- 
nesses, that sometimes even with respect to ethical drugs, other forms 
of advertising—radio and television—are used to induce the patient 
to request the physician to prescribe this drug. Do you bother at all 
with any representations made through television and radio or any 
other way that representations may be made? 

Dr. Hotianp. I don’t believe that we have found this to be a very 
significant problem to date. This is a problem of general education, 
in my judgment. A great deal has appeared in the lay medical press 
which is very worthwhile, indeed. I recall very well, despite the 
chagrin of some of my medical colleagues, what I think was, never- 
theless, a very beneficial effect of an article which appeared in the 
Reader’s Digest back in 1944 teaching a woman or essentially point- 
ing out some of the techniques of self-breast examination. This article 
brought many women with tumors of the breast to physicians’ offices 
that otherwise would have perhaps delayed considerably longer in 
getting there. 

We would not, of course, condone any high-pressured or intense 
lay advertising campaign, something along the lines of “Go see your 
doctor and get this tranquilizer,” or “Go see your doctor and get some 
penicillin,” or “Go see your doctor and get some cortisone.” I think 
the firm, of course, would be risking their own reputation very con- 
siderably, because they would immediately be going beyond their 
ethical channels of distribution and promotion. They would no 
longer be in the ethical field then; they would be resorting to pro- 
prietary advertising. 

Mr. Meaper. You would have authority through your various sanc- 
tions to stop that kind of thing ? 

Dr. Hotianp. If this were a new drug, I believe we would; cer- 
tainly, sir. 

Mr. Meaper. And if it was an old drug, you would have authority, 
but your sanctions would not be quite as effective ; is that correct ? 

Dr. Hotzianp. I think that is right; and then, of course, we have 
some friends in the Federal Trade Commission who would be very 
much interested in this situation, too. 

Mr. Meapver. That gets down to my next question. I am gathering 
the impression that there isn’t much in the field of representation of 
ethical drugs that you don’t have authority to police. Is there a 
limit to your jurisdiction? Is there a place where the Federal Trade 
Commission takes over and you have no authority, or do you both 
have authority in the same field? 
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Dr. Hotianp. Certainly the Federal Trade Commission has, as I 
understand it, sir, the primary responsibility and authority in terms 
of advertising in the public media—radio, press, TV. We only have 
an interest there in that instance if a drug is advertised to the public 
for a condition for which adequate directions are not given in the 
labeling. I am now talking about proprietary drugs. Under those 
circumstances, we may have a basis for a Food and Drug action against 
the firm, even though it be a proprietary item. 

In that respect, there is a very satisfactory working agreement 
between our bureau of enforcement and the Federal Trade Commis- 
sion, and in those instances where questions like that arise the two 
agencies cooperate and, on occasion, collaborate. 

With respect to prescription drugs, however, and ethical, in the 
sense that their advertising and promotion is restricted to the medical 
profession, it is my understanding that the Federal Trade Commis- 
sion takes perhaps a secondary interest in this area and we take a 
primary interest, recognizing, Pena the difficulties and exigencies 
of preparing some of these cases for court action. 

Mr. Masons Now the suggestion has been made by many witnesses— 
in fact, one here this morning—I don’t know whether you heard him or 
not—that all responsibility for policing advertising to the medical 
profession of ethical drugs should be vested in Food and Drug. Ad- 
ministration and the Federal Trade Commission be excused from 
operating in that field. Do you have any comment to make on that 
recommendation ? 

Dr. Hotianp. I believe, Mr. Meader, that this is a matter for con- 
gressional and executive determination and I don’t feel that I am 
privileged to speak for the Department on a matter of policy such 
as that. 

Mr. Meaper. I might be accused of making a personal reference 
here, Mr. Chairman, but it isn’t necessarily that there is a duplica- 
tion and both people are operating? But I had a little experience 
the other day with respect to a post office. I didn’t learn about it un- 
til I read it in the newspapers, and the Post Office Department in 
Washington said, “Well, we thought the regional office in Chicago 
was going to advise you about that,” and the region office in Chi- 
cago thought Washington was going to advise me about it. If you 
have 2 people with the same responsibility, it may not be that 2 
people are competing with each other, but each is letting George do it 
and nobody is doing anything. 

I just wondered if you had any views on the proper method of pro- 
tecting the Government where there are two agencies that have re- 
sponsibility in the same field. Is that a salutary method of arranging 
governmental responsibilities ? 

Dr. Honan. y think under some circumstances it might well be. 
It is my own feeling and I must say that I am not in personal agree- 
ment with all of the views of some of the prior witnesses before this 
committee. Perhaps because I have a little more abiding faith in the 
incisive judgment of my medical colleagues than others do. I do 
not feel that they are as easily mislead, though I recognize the per- 
fectly sound motivation, the commendable motivation of those who 
feel otherwise, because obviously they are interested in good medicine 
and good health for the American people. 
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On the other hand, it is my personal feeling that the medical pro- 
fession is not quite as easily misled by some of the practices of the 
industry as even the industry would like to believe. 

Mr. Priaprncer. Dr. Holland, concerning these proposals of the 
transfer of the jurisdiction now in the Federal Trade Dontbanion with 

‘respect to advertising directly to the medical profession, what would 
be the impact upon your operation if jurisdiction over that advertis- 
ing were transferred to the Food and Drug Administration, and 
presumably to your office ? 

Dr. Hotzanp. I think that would really require some careful study, 
Mr. Plapinger, and I mean to be responsive to your question, but I 
think one must perhaps establish some assumptions. If, for example, 
we were going to undertake the horrendous task of reviewing all pro- 
fessional literature directed to physicians, I wouldn’t really be able to 
make a reasonable estimate of the size of staff or, for that matter, not 
only the size of staff, but the kind of staff that one -would ‘need. 

There is in this advertising business a great deal which has been 
pretty well documented and well demonstrated, and there are some 
very subtle motivations and implications. A specialty in terms of 
depth perception has grown into a rather respectable subdivision of 
psychological investigation during the last few years. I suspect that 
this job could not be undertaken by just physicians alone in the Bureau 
of Medicine, but one might really need a group of psychologists and a 
group of others experienced in these other disciplines if one were to do 
it thoroughly or completely. 

Personally, I don’t feel that the Government needs to, and perhaps 
in terms of my personal convictions, that the Government should re- 
view every single piece of advertising or promotional literature ad- 
dressed to physicians. I think perhaps in the best heritage of 
Anglo-Saxon law, much as the Food, Drug, and Cosmetic Act, is a 
permissive statute, I think it is properly the responsibility of those who 
disseminate promotional material to see that it 1s not violative. I think 
that it is the Government’s responsibility to intercede in those instances 
where it clearly is in violation for any one of the number of reasons. 

Mr. Meaper. I would like to ask Dr. Holland for a comment on this 
suggestion of the exemption from antitrust laws and the industry itself 
set up some kind of a code of ethics and policing organization. What 
do you have to say about that, Dr. Holland? Dr. Dowling made that 
suggestion. Maybe you heard his statement on that. 

Dr. Hotianp. Mr. Meader, I think I know a lot of industries that 
would love to be exempt from the antitrust laws. I think that this 
might well have some validity and be worthy of exploration in this 
field, because again in this particular instance I think the objectives 
to be achieved by the industry, and in the interest of health and in the 
interest of the medical] profession, are very well worth while. 

Mr. Mraver. Wouldn’t such a cartel, if it were authorized, be sus- 
ceptible to use by perhaps influential members of the industry in sup- 
pressing any competition from the little fellow that came up with a 
new idea ? 

Dr. Hotiann. I suppose it is conceivable. 
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Mr. Piarrincer. Dr. Holland, one thing I would like to have clari- 
fied for the record: Will you comment on the jurisdiction of the FDA 
with respect to advertising in medical journals as against the FTC’s 
jurisdiction in this field? 

Dr. Hotuanp. This would be an exceptional instance, Mr. Plapin- 
ger, and one which we have never really encountered, or certainly an 
action on the part of the Food and Drug Administration which we 
have to date, to my knowledge, never employed. I think it would be 

ossible, however, with some of the interpretations of court decisions 
in the past to take a journal advertising piece which appeared in a 
journal and which was in a physician’s office and somewhere else in 
his office either a free sample that had been furnished him or perhaps 
even a package of material which he had purchased for dispensing 
to his patients, and I think under unusual circumstances, and I am 
not suggesting that we do this, one could establish in the purely tech- 
nical sense that this is labeling which accompanies the product in 
that it is written, printed or graphic material. 

Mr. Puarrnger. I see. Is it proper to imply from your statement 
that you feel that the primary jurisdiction in this field, at least, is 
with the FTC, rather than the FDA ? 

Dr. Hotnanp. Yes. 

Mr. Meaper. Might I ask a question on that for clarification, to 
clarify a further point? But if you didn’t find the drug in the 
physician’s office, if he only had the medical journal and he simply 
wrote out a prescription and the drug was in the drugstore, never 
in his office, then you would have no authority to call that labeling; 
is that correct ? 

Dr. Hoixanp. I think that is right with respect to that physician 
in that particular office, but there are 150,000 of them and sooner or 
later—— 

Mr. Meaper. You will finda drug and a magazine together. 

Mr. Buiatnrk. Doctor, the volume of testimony you have in one 
application, is that typical or is that an unusually voluminous appli- 
cation ¢ 

Dr. Hotzanp. No; that is not unusually voluminous, Mr. Blatnik, 
for an original drug application, and I mean by that an application 
on a new drug which is submitted for the first time, a brand new drug 
that has just come out of some chemist’s test tube, a bona fide new 
drug, if you will, as compared to a mixture of an older drug with a 
new drug, but very well known and established. This is not unusual 
for a bona fide new drug application. We have some that are larger 
and some in the tranquilizer field that are larger. 

Mr. Mraner. Incidentally, I had this question about your figures: 
Are these figures you gave us for these fiscal years approvals or sim- 
ply applications, some of which have been denied ? 

Dr. Hottanp. Applications submitted, Mr. Meader, some of which 
have been denied. 
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Mr. Meaper. It takes you just as much work to deny one as to grant 
one; is that it ? 

Dr. Hottanp. Sometimes more. 

Mr. Buatnix. In your determination, is your prime consideration 
the safety of the drug, plus the toxicity or side effects Do you go 
into the effectiveness of the drug? 

Dr. Hotzanp. The law, Mr. Chairman, specifies safety. One can- 
not make a judgment as to safety, however, without some fair and 
adequate consideration of efficacy. Safety is a relative concept, not 
an absolute one. Someone must always take into account other as- 
pects of the use of the drug. 

May I illustrate? A physician with a patient with acute pneu- 
mococcus pneumonia with a temperature of 105°, a disease which had 
a very high mortality rate prior to the advent of effective antibiotics, 
is W illing t to take much more of a risk in terms of the medication which 
he employs. Even the antibiotics, as good and effective as they are, 
have their own set of side effects and toxic effects. The doctor is much 
more willing to take a risk in terms of using potent medication for 
the treatment of that patient whose life may be in danger than he 
is in the treatment of a simple self-limited acute upper “respiratory 
effect ; that is, the common cold, where he just wouldn’t think of using 
a drug of the same potency or the same implications in terms of 
adverse effects. So that safety and efficacy are, in my judgment, two 
sides of the same coin. It is rare that we permit a new drug appli- 

cation to become effective or feel we can’t stop it from becoming 
effective knowing full well that the drug has absolutely no thera- 
peutic value, and in those instances I think it is both morally and 
legally incumbent upon us to then legally proceed under another sec- 
tion of the law and attempt to take the manufacturer to task on a 
charge of misbranding or false and misleading labeling statements. 

Mr. Meaper. That almost means that you “do pass on efficacy; 
doesn’t it ? 

Dr. Houanp. I say, sir, I believe that safety and efficacy are in- 
separably related and to reach any mature or considered judgment 
of safety with potent medications, one must take into account efficacy. 
I think that is not only the Food and Drug Administration taking 
this into account, but it is my personal conviction that the reputable 
segments of the pharmaceutical industry take this into account and 
give it very serious consideration for they have long since learned that 
they -an’t compete satisfactorily with products that will not perform 
or are not reliable or are inefficacious. 

Mr. Buatnrgx. Thank you very much, Dr. Holland. 

We have our last witness this morning, Commissioner Sigurd Ander- 
son, of the Federal Trade Commission. 

Commissioner, will you please take the chair. We apologize to 
you and your staff and thank you for your patience in your long wait 
this morning. 

Commissioner, you have a prepared statement. If you have no 
preliminary or introductory remarks, please proceed with your pre- 
pared statement. 
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STATEMENT OF SIGURD ANDERSON, COMMISSIONER, FEDERAL 
TRADE COMMISSION; ACCOMPANIED BY EARL KINTNER, GEN- 
ERAL COUNSEL; JOHN T. LAUGHLIN, ASSISTANT GENERAL 
COUNSEL; HARRY BABCOCK, DIRECTOR, BUREAU OF INVESTI- 
GATION; FREDERICK W. IRISH, DIVISION OF SCIENTIFIC OPIN- 
ION; CHARLES R. MOORE, LEGAL ADVISER ON DECEPTIVE 
PRACTICES; AND THOMAS P. BAXTER, CHIEF, DIVISION ON MAN- 
AGEMENT AND ORGANIZATION 


Mr. Anperson. Mr. Chairman and members of the committee, I 
would like at the outset of my testimony to be afforded an opportunity 
to present two of my fellow colleagues, Hon. William C. Kern, and 
Hon. Edward Tait. Chairman Gwynne and Commissioner Se- 
crest, former Members of Congress, are not able to be here this morn- 
ing and they express their regret. 

There are with me at this time certain members of the staff, includ- 
ing Earl Kintner, chief counsel, Harry Babcock, the Director of the 
Bureau ef Investigation, and a number of other members of the staff 
that have come here to be of help in the event that the committee 
would like to present questions that as Commissioner I would not be 
able to answer. 

With that privilege accorded me, Mr. Chairman, I would like to 
proceed with the reading of my statement. 

Mr. BiatntK. Please proceed. 

Mr. Meaper. Could we have a little biographical background on the 
Commissioner, too? 

Mr. Biatnix. Commissioner, will you give us a brief summary of 
your biographical background ¢ 

Mr. Anperson. Mr. Chairman, members of the committee, I do not 
have a distinguished medical background as have previous witnesses 
this morning. My medical history 1s found mostly in connection with 
illness and a couple of operations. 

I would like to say that most of my work has been in the field of 
public service. I served the State of South Dakota as its attorney 
general and its governor, and am now a member of the Federal Trade 
Commission. I come from out in the great well-known Middle West 
and find, if I might make an observation here, that this eastern 
weather is something terrible to contend with, and I can well under- 
stand why medical investigations are being held to determine the use 
and value of antibiotics and other curative devices. 

Mr. Meaper. How long have you been a Commissioner ? 

Mr. Anprerson. A little over 2 years, Mr. Meader. 

The Federal Trade Commission is glad to have an opportunity to 
discuss with this subcommittee the Commission’s administration of 
the laws regulating the advertising of drugs. Pursuant to the oral 
request of your staff, I have prepared a brief statement dealing with 
jurisdiction over drug advertising with particular reference to section 
15 of the Federal Trade Commission Act and with tranquilizers. 
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Federal Trade Commission jurisdiction over false advertising of 
drugs is governed by sections 5, 12, 13, 14, and 15 of the Federal 
Trade Commission Act. Sections 12 to 15 were added to the Federal 
Trade Commission Act by the Wheeler-Lea amendment of 1938. 
While I do not have figures going back to 1938, the Commission’s 
record room informs me that since 1951, 133 complaints and 141 
orders to cease and desist have been based upon the Wheeler-Lea 
amendment. 

It is my understanding that this subcommittee is presently inter- 
ested in section 15 by reason of its reference to advertisements of 
drugs disseminated to the medical profession rather than to the con- 
suming public. Section 15 (a) (1) provides as follows: 


The term “false advertisement” means an advertisement, other than labeling, 
which is misleading in a material respect; and in determining whether any 
advertisement is misleading, there shall be taken into account (among other 
things) not only representations made or suggested by statement, word, design, 
device, sound, or any combination thereof, but also the extent to which the 
advertisement fails to reveal facts material in the light of such representations 
or material with respect to consequences which may result from the use of the 
commodity to which the advertisement relates under the conditions prescribed 
in said advertisement, or under such conditions as are customary or usual. 
No advertisement of a drug shall be deemed to be false if it is disseminated 
only to members of the medical profession, contains no false representation 
of a material fact, and includes, or is accompanied in each instance by truthful 
disclosure of, the formula showing quantitatively each ingredient of such 
drug. 


The provisions of the last sentence of section 5 (a) (1) are limited 
to advertisements disseminated exclusively to the medical profession. 
While our filing system does not index matters according to the pro- 
fession of the applicant, the staff members charged with handling 
this type of work recall no instances where the medical profession or 
any member thereof has complained that a drug advertisement dis- 
seminated exclusively to the profession contained a false representa- 
tion of a material fact or that a drug did not contain a truthful dis- 
closure of its formula. 

There has been one court case relating to the issue of jurisdiction 
under the last sentence of section 15 (a) (1). In the matter of Koch 
Laboratories, Inc., et al (206 Fed. 311 (1953)), the Federal Trade 
Commission ordered the respondents to cease and desist from repre- 
senting— 


(a) That a preparation “Glyoxylide” is an adequate treatment for cancer, 
leprosy, malaria, coronary occlusion or thrombosis, multiple sclerosis, 
arteriosclerosis, angioneurotic oedema, obliterative endarteritis, asthma, hay 
fever, dementia praecox, epilepsy, psoriasis, poliomyelitis, tuberculosis, 
syphilis, arthritis, osteomyelitis, allergy, infection, abscess of the prostrate 
gland, septicaemia, or insanity, or that said preparation has any therapeutic 
value in the treatment of any of such conditions ; 

(b) That the preparation B-Q constitutes an adequate treatment for any 
of the infections or sequelae thereof, gonorrhea, salpingitis, sinusitis, men- 
ingitis, infantile paralysis, septicemia, streptococcus sore throat, pneumo- 
nia, undulant fever, malaria, coronary thrombosis, any of the allergies, dia- 
betes, cancer, arthritis, or any degenerative disease, or that said preparation 
possesses any therapeutic value in the treatment of any of such conditions; 

(c) That the preparation Malonide ketene solution, or either of its com- 
ponents Malonide and ketene constitutes an adequate treatment for any of 
the allergies or infections, diabetes, cancer, double pneumonia, osteomyelitis, 
or postoperative meningitis, or that said preparations possess any therapeu- 
tic value in the treatment of any of such conditions. 
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The respondents sought court review in the Court of Appeals for 
the Sixth Circuit. As to the defense that the advertising material in 
question had been distributed only to members of the medical profes- 
sion, the court stated as follows: 


Petitioners claim that their material was distributed only to members of the 
medical profession. They do not assert that it contained any quantitative 
analysis of each ingredient of the drugs involved. 

However, petitioners concede that they advertised in a medical journal which 
was sent primarily to the members of the medical profession but also to lay per- 
sons. Moreover, while structural formulas were given, no formulas showing 
quantitatively the ingredients of the drugs accompanied certain of the advertise- 
ments. For example, this omission exists in petitioners’ exhibits 2, 3, and 4. 

Failure to comply with one of these prerequisites, namely, that an advertise- 
ment (1) be disseminated only to members of the medical profession, and (2) be 
accompanied in each instance by truthful disclosure of the formulas showing 
quantitatively each ingredient of such drug, would have deprived petitioners of 
the benefit of the protective provision of section 15 (a). Here both of the re- 
quirements were lacking. Petitioners’ briefs do not indicate what formulas are 
relied on as given a quantitative analysis of the drugs and, in fact, they do not 
deny in this court that there is no such analysis. Yet this is a vitally important 
requirement for the health and safety of the general public. It is essential that 
physicians and lay customers should be informed as to the proportions and rela- 
tive weight of each ingredient. The order of the Federal Trade Commission in 
this respect did not violate, but on the contrary conformed to and carried out 
the purposes of section 15 (a). 


The court then went on to agree with the Federal Trade Commission 
that there had been false representations of material facts. 

A complaint in a somewhat similar case was recently issued. It in- 
volves a laxative known as Detergen, Docket 6923, complaint issued 
October 24,1957. This matter is pending. 

The Koch case which I have discussed does not fall within the lan- 

uage of the Jast sentence of section 15 (a) (1) of the Federal Trade 
Pisdaaihinsions Act because the advertisement was disseminated to the 
public as well as to the medical profession. 

The Federal Trade Commission, as I have noted, has received no 
complaints regarding advertising materials going only to the medical 
profession insofar as our records show. I shoul point out, however, 
that were it to receive such complaints the Commission would prob- 
ably apply standards different from those applied to advertising 
materials which are disseminated to the public. We would take into 
consideration the scientific training and the ability and experience of 
the members of the medical profession. It is clear that advertising 
materials which might deceive untrained lay people would not deceive 
doctors. Where drugs are obtainable only upon medical prescription, 
therefore, the public interest would not require action by the Commis- 
sion unless the medical profession had actually been misled or deceived 
as to a material fact. As noted, our records show no complaints of 
deception of doctors. 

Mr. Mraper. Mr. Chairman, may I ask a question ? 

Mr. Buatnrg. Yes. 

Mr. Mraper. Mr. Anderson, do you have to wait until you get a 
sae from somebody before you can initiate action ? 

r. Anperson. Mr. Meader, in the general conduct of the Commis- 
sion’s program, such is not necessary. The Commission may act and 
does act in a large number of cases generally. However, as we have 
pointed out, I believe, to this committee and to other committees in 
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Congress, the public is really our best policeman in this respect, that 
these are reported to the Commission very, very quickly. 

Competitors are usually very, very alert to point out the derelictions 
and violations of other competitors. In this case, however, Mr. 
Meader, I presume that since it is such a specialized field that there 
would be less inclination on the part of the Federal Trade Commission 
to be as alert to that as it would in the field of Federal Trade Commis- 
sion regulations generally, because this deals with a very knowledge- 
able segment of American life. The doctors working with these items 
every day, who are highly trained, certainly I believe, speaking now 
as a Commissioner solely and not for the whole Commission, I believe 
that there we would aaa wait for a complaint. 

Mr. Meaper. Then I gather from what you have said that there is 
no instance in which the Commission or its staff has initiated any 
inquiry into possible misleading advertising under section 12 (a) (1) 
with respect to the medical profession; is that true? 

Mr. Anperson. I would have to confer quickly with Mr. Babcock, 
who has been in charge of the investigation branch, and with Mr. 
Irish, who is in charge of the scientific opinions. I am sure that they 
could give us, without any hesitation, whether or not there has been 
any inquiry. 

I would like to ask Mr. Babcock—and, for the record, this is Mr. 
Babcock, the chief of the investigations branch. 

Mr. Bazscock. Mr. Chairman, my answer to that is that we do rely, 
in the main, on the complaints from the public, particularly in the 
field of proprietary medicines. We have not received, as the Gover- 
nor has told you, complaints from doctors. 

Obviously the advertising couldn’t be examined for its truthfulness 
by anyone except doctors or people skilled in that area with a view 
of establishing any reason to believe that we should employ manpower 
and money to investigate such claims. We have only two doctors and 
I assure you that they are stacked up way beyond any load they can 
carry in other areas where we are conducting our investigations. 

Perhaps if we had doctors to examine as to the claim made in this 
type of advertising, we could do something, but at the present time 
I assure you we haven’t. It has not come to our attention and we have 
not been using our doctors for the examination of that type of adver- 
tising. The rest of the Governor’s statement will explain what we 
have done. 

Mr. Meaper. Mr. Babcock, since 1939, when this provision came 
into effect—incidentally, I think perhaps we should know how long 
you have been with the Commission staff. 

Mr. Bascock. Thirty-six years. 

Mr. Mraper. You have been there since this became law. 

Mr. Bascock. Yes. 

Mr. Meaper. Have you been in the same division of the Federal 
Trade Commission ? 

Mr. Baxscock. Up until yesterday. 

Mr. Mreaper. Then you would be in a position to know if any in- 
quiries had been initiated by the Federal Trade Commission without 
receiving a complaint from the public or the medical profession with 
respect to section 15 (a) (1) ? 

Mr. Bascock. I believe it is germane to the discussion here that 
prior to the passage of this law I can recall two instances where this 
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type of advertising was presented to us before this particular exemp- 
tion section was written into this statute, and in both instances the 
Commissioner ruled that it was not the instrumentality to stand at the 
ear of the doctor and determine what he could hear with respect to 
the cure or with respect to therapeutic consequences to be expected 
from the use of an ethical drug. 

Mr. Meaper. In other wendy there has neither been any complaint, 
nor has there been any action on the initiative of the Federal Trade 
Commission with respect to section 15 (a) (1), within your knowl- 
edge ? 

Mr. Bascock. That is correct, except as to this decision which you 
just heard. 

Mr. Meaper. You mean the Koch case? 

Mr. Bascock. Yes. 

Mr. Puaptncer. Mr. Babcock, you used the term “exempt” just now. 
What is the significance of that? 

Mr. Bascock. Well, certainly section 15 (a) (1), in the last sen- 
tence, is not a delegating section; it is an exempting section. 

Mr. Piartnerer. Exempting in what respect ? 

Mr. Baxscock. Well, we do not have jurisdiction over certain types 
of advertising disseminated to doctors. 

Mr. Prarrncer. In other words, is it the position of the Commission 
that it does not have jurisdiction over advertising disseminated to the 
profession ¢ 

Mr. Barcock. Not in that broad language. 

Mr. Prarrncer. Could you give us in what respect it doesn’t have 
jurisdiction ¢ 

Mr. Bascock. I believe the Chief Counsel could give you that. 

Mr. Piaprincer. Would you do that? 

Mr. Kinrner. This is like the broken record, Mr. Plapinger, be- 
cause we were discussing this at prior hearings before the subcom- 
mittee. 

Mr. Puapincer. It wasn’t that specific question. We asked the 
Governor for some legal advice at that time. 

Mr. Kinrner. I will try to be as helpful as I can to the subcom- 
mittee. The courts have not construed this particular segment of the 
statute, nor has the Federal Trade Commission construed it in a 
case. Therefore, within the realm of legal speculation as to the 
meaning of it, we have searched the legislative history of the Wheeler- 
Lea amendment, as undoubtedly your staff has, and we find nothing 
in the legislative history which sheds any light upon the meaning of 
this particular clause. 

I am advised by a gentleman since retired from the Commission, 
who was quite active before the Congress on the Commission’s behalf, 
testifying with respect to the Wheeler-Lea amendment, that it is 
his impression that this clause was inserted at the request of the med- 
ical profession to set up a standard somewhat less stringent than 
that of the main part of the statute, and that the medical profession 
represenatives at that time were moved to urge this clause upon the 
Congress on behalf of medical journals serving the profession. In 
that light, it would appear that a standard less stringent than that 
in the main part of the statute is intended. How much less stringent 
is the big question. 
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Mr. Piarrncer. I think that answers the question. 

Mr. Mraver. Might I ask a question? I don’t like to get into legal 
arguments here, but that sentence, if it were in the conjunctive in- 
stead of disjunctive, wouldn’t say anything, would it? It says that 
no advertisement shall be considered false unless it is false. That is 
the first clause there. 

Mr. Kintner. Well, there are three clauses, Mr. Meader. As you 
note, the advertisement must be disseminated, to fall within the clause, 
must be disseminated only to members of the medical profession and 
then it must contain no false representation of a material fact. 

Now “a material fact” is a phrase that has somewhat weasel mean- 
ing in the law. It varies a great deal, according to the person who 
is interpreting, whether he be court or lawyer, but it is susceptible of 
reasonable interpretation. 

Then there is the further clause “the formula showing quantita- 
tively each ingredient of such drug.” Personally I would read those 
three together, conjunctively rather than disjunctively. But some of 
my brothers might well disagree with me in such a reading. 

As I say, we are in the realm of speculation as to what this might 
mean or what the intent of the Congress might have been. This is 
in the nature of an appendix in the law. We sometimes get these 
little clauses in the law inserted during passage of legislation with- 
out any explanation in the legislative history, and I think this is one 
of the instances of such an appendix of the law. It undoubtedly is 
designed to have some meaning, but its precise meaning is not too 
clear. 

Mr. Meaper. It seems to me that it says if the information is sent 
only to the medical profession, if it is false or has a false representation 
of a material fact, it is subject to the same provisions as other 
advertising. 

Mr. Kintner. I think that is one very reasonable construction of 
this clause. However, if you take that, or adopt that construction, 
if you read this clause as having about the same meaning as the 

rincipal portion of the statute, then one wonders why the Congress 
othered to insert it. 

Mr. Meaper. It looks as though Congress put phraseology in the law 
to make somebody happy but, apparently, it didn’t accomplish very 
much. 

Mr. Krntner. My frank opinion is that it doesn’t accomplish very 
much, either. That is my personal opinion, however; it is not neces- 
sarily that of the Commission, who haven’t ruled on this, or even of 
the members of the staff, who may disagree with me. 

Mr. Meaper. It is quite obvious you and Mr. Babcock don’t interpret 
it the same. 

Mr. Kin ner. We have some slight disagreement on the matter. I 
couldn’t omer whose opinion the Commission might adopt if it has 
an actuai case. 

Mr. Mraper. While we are discussing this and asking you questions, 
Mr. Kintner, do you agree with Mr. Babcock’s account that there has 
never been a complaint which would cause you to take action under 
section 15 (a), or any spontaneous action initiated by the Federal 
Trade Commission to take any enforcement action under this section ? 

Mr. Kintnrr. I have no personal knowledge of any such complaint. 
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However, I have talked to senior members of the staff engaged in the 
investigation of matters, and they tell me that this has not been a 
problem insofar as complaints being filed at the Commission. 

Mr. Meaper. How long have you been with the staff? 

Mr. Kintner. I have been with the Commission 10 years. 

Mr. Biatnrx. You may proceed, Commissioner. 

Mr. Anverson. You have asked, also, that I discuss the Commission 
activities with respect to tranquilizers. 

When undertaking to discuss tranquilizers, it is first necessary to 
define the term, even at the risk of repeating what has been discussed 
more comprehensively by previous witnesses before this subcommittee. 
The term “tranquilizer” was introduced into the medical literature 
some 5 or 6 years ago as a designation for a heterogeneous group of 
drugs which have the ability to calm an individual, usually without 
making him sleepy, and which, more importantly, bring out significant 
selective changes in mental attitudes and behavior, rendering patients 
with emotional disturbances and certain kinds of mental illness more 
manageable and amenable to treatment. The medical literature dis- 
tinguishes tranquilizers from the older sedative or somnifacient drugs, 
such as barbiturates, bromides, and so forth. The older drugs tend to 
produce drowsiness, as well as having a calming or sedative effect, 
and they do not bring about the changes in mental attitude and 
behavior which characterize the newer tranquilizers. 

Since the compounds designated as tranquilizers are newly intro- 
duced into medicine in this country, they are all subject to the new- 
drug provisions of the Federal Food, Drug, and Cosmetic Act, which 
is enforced by the Food and Drug Administration. Because of their 
potent effect, the sale of tranquilizers is restricted to their use by or on 
the prescription of physicians, and dissemination of the advertising 
to promote the sale of tranquilizers has, insofar as we are aware, been 
confined to members of the medical profession. No instances have 
come to the attention of the Commission where the advertisement fails 
to truthfully disclose the formula of the drug or contains a false rep- 
resentation of a material fact. Therefore, the Commission has found 
no occasion to investigate or institute legal action with respect to the 
advertising of tranquilizer drugs in medical journals or otherwise dis- 
seminated to the medical profession. I have mentioned that our filing 
system does not index matters according to the profession of the appli- 
cant, but the staff members charged with handling this type of work 
recall no instance where a physician has complained about the adver- 
tising of a tranquilizer. 

With respect to advertising to the general public, the Commission’s 
Bureau of Investigation has encountered three instances in which com- 
binations of the older sedative drugs, such as bromides, were being 
advertised in a manner which might lead the public to believe that 
they were obtaining one of the new tranquilizers. It has been neces- 
sary to distinguish such advertising from that involving merely the 
offering of the older sedative drugs for their long-recognized effects. 
In two of these instances, namely, Tranquil, Alva Laboratories, we 
have been advised that action has been instituted by the Food and 
Drug Administration; and North American Stevens Corp., by the 
Post Office Department; and, in conformity with the working arrange- 
ments with these agencies, no formal action has been taken with respect 
to these drugs. It is felt that for the Commission to institute proceed- 
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ings at this time would involve unnecessary duplication of effort and 
expenditure of funds. In the third instance, dealing with Pasitabs, 
Broco, Inc., the Bureau of Investigation expects to reach a definite 
decision with respect to the institution of appropriate action in the 
very near future. 

Surveillance of advertising for the purpose of detecting instances 
where the older drugs are being represented as the equivalent of tran- 
quilizers will be continued. 

In connection with our continuing surveillance of drug advertising 
addressed to the general public, we have taken corrective action 
against nine advertisers of the older sedative drugs which have mis- 
represented the therapeutic or palliative effects of the drugs. 

Mr. Buarnix. Thank you, Commissioner Anderson. 

Commissioner, you state there is no instance where a physician has 
complained about the advertising of tranquilizers, and your investi- 
gators have not uncovered any advertising which could be considered 

false on their i inquiries. May I ask if that indicates that no problems 

exist in this field of advertising the tr anquilizers to the medical pro- 
fession? In short, what is the attitude of the Commission on that? 
Do you feel that there is no problem, that the matter is being satis- 
factorily taken care of ? 

Mr. Anperson. Well, the Commission, which as you know, Mr. 
Chairman, from your knowledge of this regulatory body, is loaded 
down with such a tremendous amount of work and operating with 
a shortage of personnel and having a very wide area of jurisdiction 
where the pressures are tremendous and where the matter of finding 
a case is certainly a lot easier than in this small area where the medical 
profession, possessed of tremendous expertise, and I think we can say 
that, with full knowledge, that the Commission has not been in that 
field. 

Now, that is not to say that there might not be some problems in 
there, but at least, the medical profession has not come to the Com- 
mission and called it to our attention as saying that here is an area 
that you should look into and that requires attention. 

The large amount of time that doctors are required to spend in 
preparation for their degrees, and subsequently, is such as to make 
them pretty well acquainted with the preparations that are offered 
to them for sale, and I believe that that represents, in a fair way, the 
attitude of the Commission on this score. 

Mr. Buatntk. Since this is such a highly specialized technical and 
complex field come to light only in recent years, and since the Food 
and Drug Administration has to, apparently, go into great detail on 
the safety and the effectiveness of these drugs, and they do have at 
least the professional staff of doctors, which you do not have because 
of limitation of the budget, what would be your comment to the 
proposals that have been made by some of the witnesses that perhaps 
the jurisdiction of this type of advertising in the field of tr ranquilizers 
be transferred over to the Food and Drug Administration ? 

Mr. Annerson. Well, any answer on that score, Mr. Blatnik, would 
have to be made as a policy statement of the whole Commission. 
Coming here today and not having had this question posed to the 
Commission at a regular meeting, it would be very difficult for me 
to make a statement which would be other than a curbstone opinion 
of my own. But I believe, Mr. Blatnik, that the fine relations that 
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have existed and do exist between the Food and Drug Administration 
and the Federal Trade Commission, which has worked, I believe, 
very admirably and the liaison arrangement we have is such as to 
make it a pleasure to work with that agency of the Government. 

This little provision that we are wrestling with at the moment ap- 
parently has caused a lot of legal scholars to wonder what the thing 
really means. Somebody facetiously once said that it is a little bit 
like a burl in a maple tree; it just kind of grew up there all by itself. 
We know that is not the case. There must have been, in the first 
instance, a reason for it, but it may have been at the time that there 
was a reason, but if there had been a continuing reason, surely the 
members of the medical profession would have come to our agency 
and said now here is something that you should look into. It never 
has and now, for instance, we do have a certain amount of joint juris- 
diction with the FDA, but that has worked out in such a way that 
there is no real overlapping of actual functions. So, after having 
made my short story long, I would say that I don’t believe—my own 
opinion now—that it would serve any useful purpose in having a 
divestiture of the Federal Trade Commission’s functions over to the 
FDA. 

Mr. Biatrnix. What liaison arrangements do you now have in this 
field of tranquilizers with the Food and Drug Administration ? 

Mr. Anperson. Mr. Blatnik, the gentleman who is in charge of 
that liaison is Mr. Frederick Irish, who is on Mr. Babcock’s staff, or 
at least he was until yesterday when Mr. Babcock was promoted to 
be the executive director of the Commission, and hence his statement 
to you that he was no longer in this particular bureau. 

This is Mr. Irish. 

Mr. Buarnig. Mr. Irish, you are in the Division of Scientific 
Opinion ? 

Mr. Irtsu. That is right. 

Mr. Buatnix. In the Bureau of Investigation ? 

Mr. Intsu. That is correct. 

Mr. Biatnrk. Would you give us an answer to the question of what 
liaison arrangements now exist in this matter of tranquilizers between 
the FDA and the Federal Trade Commission ? 

Mr. Irisu. We have a liaison arrangement with the Food and Drug 
Administration. In fact, I have acted as the Commission’s liaison 
officer in connection with that arrangement. It runs, of course, to 
food and drugs and therapeutic devices and cosmetic work, generally, 
although much of it is in the field of proprietary drugs. 

However, as some of my colleagues have pointed out, we have not 
been proceeding on complaints in the field of ethical drug advertising. 
Consequently there has been very little occasion for liaison on any of 
the ethical drugs, in general, or tranquilizers, in particular. That is 
the way the situation is. The procedural setup is available, but it 
has not been utilized in the tranquilizer field. 

Mr. Buatnrk. Could you give us any reason why it has not been 
utilized? Would that indicate there is no problem in that area? 

Mr. IrtsH. Well, I would not say that there is no problem, but 
there has been no problem brought to the Commission’s attention 
through any type of complaint, and consequently there have been no 


investigations instituted which would provide us with the necessity 
to utilize our liaison arrangement with Food and Drug. 
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Mr. Biatnrx. Would that indicate, then, Mr. Irish, that you are 
satisfied that there is no problem and that the health and welfare of 
the —— in the field of tranquilizers is adequately protected ? 

Mr. Irtsx. I have not studied the problem of tranquilizer adver- 
tising because, as I said before, it is advertising of ethical drugs and 
we have had no cases initiated by complaining physicians or anyone 
else in the case of tranquilizers that we would Rave any occasion to 
process. 

Mr. Buiatnrx. Mr. Babcock, did you wish to make a comment? 

Mr. Bascock. I have in a way been placed in a position of being op- 
posed to the opinion of the General Counsel, and I would like to clarify 
my thinking, for whatever use it may be to the committee. 

I do not say we do not have jurisdiction over advertising to doctors. 
Indeed I say positively we do. I think it goes to the kind of rep- 
resentations made to doctors in advertising published in medical jour- 
nals, or perhaps anywhere. We do have jurisdiction over false claims 
made to doctors. 

For example, here is an advertisement which represents that a 
product has been clinically tested and is now in common use in Johns 
Hopkins University for the cure of, let’s say, arthritis, and it is false 
from beginning to end. I would take that and we could and would 
summarily deal with it. There is no sanctuary in this section for 
that type of advertising. 

Let’s take a second illustration, where the formula of a product is 
misrepresented as containing many ingredients which are not there, 
or which are claimed to be there falsely. I would attack that as 
quickly. But if you want me to evaluate claims made for the cura- 
tive properties or the therapeutic or palliative effects, then we are 
way over in the area that the learned doctor here gave such a fine talk 
about a little while ago. I think if the section means anything, it 
means that in that area we are not supposed to function, and it is 
more or less moot, as you heard here, because we have not been asked 
to function. 

But this committee asked outright would we or could we. In my 
opinion, this section gave sanctuary from our jurisdiction of that type 
of claim made in medical journals on the condition prescribed in the 
statute, and I would like the committee to consider my thinking. It 
is that type of claim where we are not supposed to function. We are 
not to tell the doctor what he can and cannot do in the practice of his 
profession. 

Thank you. 

Mr. Biatnix. Supposing a claim in the professional literature, Mr. 
Babcock, is incorrect. As a material fact, they comply with the law. 
They cite all of the beneficial responses or reactions to the drug, but 
omit any contrary indications. 

Mr. Baxscock. Well, since they are still in the area of the clinical 
claims of beneficial effects, in my judgment, we would be excluded 
from taking action. 

Mr. Piaprncer. Governor, and Mr. Kintner, in Dr. Dowling’s state- 
ment he referred to the fear that an attempt to enforce a code of 
ethics among the manufacturers might be considered to be a violation 
of the antitrust laws. Would you comment on the antitrust implica- 
tions of these codes? 
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Mr. Kintner. Well, we have issued guides for cigarette advertising ; 
we have issued tentatively guides for rubber advertising. Those 
guides were issued by the Commission on the advice of the lawyers 
on the staff. The Commission had no fear of getting into an area 
where the antitrust laws might be affronted. 

Mr. Puarineer. I think the doctor was referring to voluntary 
codes among the manufacturers themselves, rather than the Govern- 
ment responsibility. 

Mr. Krntner. The danger there is that they get together and dis- 
cuss advertising and then they go into perhaps pricing and other 
related topics. ‘That is the danger of industry issuing such guides. 
I think that there is a safeguard where the Government agencies 
participate in issuing the guide and consult with industry as to the 
meaning of the advertising, the meaning of the terms used by the 
industry and then determine what is lawful and what is not lawful. 

Mr. Puiapincer. But a voluntary code of ethics promulgated by the 
industry itself, without the concert with respect to prices—— 

Mr. Kintner. I wouldn’t see any antitrust problem with respect 
to a voluntary code promulgated by the industry on the advertising. 
It is only when you get into the other areas that you have antitrust 
implications. So long as the industry promulgates its code of good 
taste with respect to advertising, I don’t see any antitrust problem. 
Indeed I think the industry should be encouraged to study this prob- 
lem and to voluntarily clean its house. 

Obviously, with the limited staff of both our agency and the Food 
and Drug Administration, much voluntary adherence to the law must 
= secured from industry. All violations can’t be on an involuntary 

asis. 

Mr. Anprrson. May we point out at this time that the broadcasting 
and telecasting association a not long since prepared a so-called code, 
a code of ethics. And coming back to Mr. Kintner’s statement here 
as to the actions by the Commission, I believe that we have around 
160 trade practice conference rules in effect now with the various 
industries in the United States that in the main have come to us and 
said we have problems in our industry and they are bad; and, before 
they get too bad and things go to pieces, let’s sit down and talk them 
over and maybe we can get a set of rules; and we have around 160 
of those in effect now. So I don’t think that they are looking at that 
as having insuperable qualities. 

Mr. Piarineer. The fact that it has been under discussion indi- 
cates that there is some concern in the industry concerning the quality 
of the advertising, and this is also reflected in articles that have ap- 
peared in the various medical journals that will be in the committee’s 
records, and there are references in the committee’s records. 

Mr. Krnrner. I see no reason why the industry could not promul- 
gate a code of good taste with respect to advertising. If they get into 
areas involving restraint of trade, that is a different. thing aiicanilioe 

Mr. Piartncer. But your offices or the Commission would be avail- 
able to promulgate a code of fair trade practices? 

Mr. Krntner. We definitely would assist in that respect. 


Mr. Anperson. We are doing it every day in the Bureau of Con- 
sultation. 
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Mr. Mraper. Mr. Chairman, I think that distinction that you just 
mentioned is a very important one. The establishment of a code of 
ethics for an industry, some trade association of the industry, is one 
thing, but where the industry has power to enforce that code, that is 
where you run into your difficulty with the antitrust laws and that is 
what Dr. Dowling suggested in his statement. I don’t know whether 
you were here to hear it. He suggested it might require an exemp- 
tion from the antitrust laws to give some authority to the trade asso- 
ciation to police its members and prevent them from 

Mr. Kintner. I would agree that if you put enforcement teeth into 
it, you might well run afoul of the antitrust laws, but if you place 
it only on a voluntary basis, a matter of good advertising taste and 
what is best to the industry with respect to making of categories of 
representations, that is another matter. But if you get into such 
areas as limiting production, limiting the price of drugs, you have 
really gotten into antitrust law violation. 

Mr. Meaper. I gather what he had in mind was that before any 
advertising could be sent to the medical profession, this cartel would 
have to pass upon its accuracy and whether or not it was false and 
misleading, and if that were the case, it would be very possible any- 
how for leaders in the industry to prevent a competitor from putting 
a drug on the market by saying we won’t approve your advertising. 

Mr. Kinrner. That is correct. It has elements, very serious ele- 
ments of danger, both to the competitive situation in the industry 
and to the public generally. I would say that the industry is better 
served through the Food and Drug Administration passing upon the 
representations to be made with respect to new ethical drugs. 

Mr. Puiarrncer. Mr. Chairman, before we adjourn, will the sub- 
committee please grant permission to the staff to insert at appropriate 
places in the record copies of exhibits, articles, and other similar mate- 
rial? (See appendix, exhibits 14A and 14B, pp. 227 and 259.) 

Mr. Buatntk. Without objection, it will be so ordered, and the 
hearings are adjourned. 

(Whereupon, at 1: 05 p. m., the hearing was adjourned.) 





just 
le of 
sone 
at is 
at is 
ther 
2mp- 
ASSO- 


into 
place 
-and 
es of 
such 
have 


y any 
vould 
. and 
any- 
tting 
ising. 
3 ele- 
ustry 
etter 
n the 


. sub- 
oriate 
mate- 


d the 


APPENDIX 


EXHIBIT 1 


WHat Is THE OVERALL Direct Cost OF MENTAL ILLNESS IN THE UNITED STATES 
Topay? 


(Prepared by National Committee Against Mental Illness) 


1. It is estimated that mental illness costs annually approximately $4,172,- 
124,955. This includes: 


(a) Total maintenance expenditures of public mental hospitals 

for fiscal 1956 (42) $662, 146, 372 
(b) Estimated cost of care and maintenance of 60,293 neuropsy- 

chiatric patients in Veterans’ Administration hospitals 

(1956) (25) 238, 000, 000 
(c) Veterans’ Administration compensation and pension pay- 

ments to veterans whose only or major disability was clas- 

sified as a mental illness or psychoneurotic disorder in 

1956 totaled (46) 284, 240, 844 


Estimated cost of construction of new Veterans’ 
Administration hospitals for psychiatric and neurologic 
patients 1947-55 totals $121,184,229 (16). 


(d) Total amounts appropriated for new construction, additions, 

and renovations to mental hospital facilities, as reported by 

Siate authorities, as of November 1955 (15) 750, 000, 000 
(e) Expenditures of public institutions for mental defectives and 

epileptics (1953 latest year for which information is avail- 

able) (36) 157, 908, 029 
(f) Cost of public assistance to mentally ill and defective persons 


(47) 18, 303, 360 
(g) 1955 loss in earnings of patients admitted to mental hospitals 


in 1954 (8) 2, 061, 526, 350 


The loss to the Federal Government in Federal in- 
come tax revenue on those lost earnings totaled 
271,000,000 in 1955 (8) 


4, 172, 124, 955 


EXHIBIT 2 
CRITERIA FOR PSYCHIATRIC IMPROVEMENT 


By Nathan S. Kline, M. D., Orangeburg, N. Y.’ 
[Reprinted from the Psychiatric Quarterly, vol. 31, pp. 31-40, January 1957] 


The psychiatrist has sometimes been accused of not knowing what he is doing 
and to this is added the further charge that he may not even know what he is 
supposed to be doing. In point of fact, the psychiatrist does know what he 
is doing and why he is doing it, but he has never been able to formulate this 
with sufficient clarity to prevent enthusiasts from allied or “enemy” disciplines 
from misunderstanding and misappropriating what they misunderstand. This 


1 Director, research facility, Rockland State Hospital, Orangeburg, N. Y., and research 


associate, department of psychiatry, College of Physicians and Surgeons, Columbia 
University. 
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is certainly not due to an unwillingness on the part of the psychiatrist to 
verbalize (an understatement). The difficulty arises from the fact that a good 
clinical psychiatrist must have the moral fiber of a fanatic, the tolerance of a 
rake, and the logic of a poet. As with any other artist, it is easier to create 
than to explain: Shelley’s inadequate description of what constitutes poetic 
activity is an example; painters and musicians have written largely nonsense 
when they tried to describe what they were doing. 

The physiologist, the biochemist, the statistician, and even occasionally, the 
psychologist will argue that the psychiatrist does not have the criteria whereby 
to evaluate improvement “scientifically.” This, the writer believes to be false 
but since the accusation is so persistent, he feels it would be appropriate to 
consider first what “the scientist” thinks he means by criteria for improvement, 
The essence of science, we are constantly told, is measurement; and, ergo, to 
evaluate or measure improvement, one must have a nice scale, preferably metric 
and linear. The relative merits of various types of scaling techniques, ques- 
tions as to the number of cases needed for validation of the instrument, the 
problems of analysis of skew distributions and the joys of selecting a matrix 
for a factorial study provide a Barmecide feast.? One can go through all the 
motions of doing a nutritious evaluation without any relationship to the food 
of thought. 

When one speaks of improving “making better,” judgment can be made either 
by internal standards or external ones. “By internal standards” means either 
that the author of the standards decides in advance what he will call a satis- 
factory performance and then proceeds to judge improvement in terms of how 
closely these standards are achieved, or else he abrogates his own decision- 
making capacity and elevates the mean, the average, the mode or the norm into 
the seat of honor. In the latter case, the more a person behaves like the mass of 
one’s fellow mortals the more “improved” he is. As an example of the first kind 
of internal standard: A psychiatrist makes an a priori decision that “expression 
of aggression” is somehow or other pathological (or perhaps that suppression of 
aggression is pathological—both points have been argued) and then proceeds to 
consider that patients are improved as their expressions of Overt aggression (or 
their lack) are reduced or increased. Another example would be afforded if 
someone decided on a priori grounds that masturbation, or regular bowel move- 
ments or practical jokes were either good or bad, and then rated improvement 
in terms of movement toward or away from the center of gravity in these 
respects. 

The internal scale apotheosizing the commonplace is too well known to need 
more than brief exemplification. The Rorschach, the Wechsler-Bellevue, the 
TAT, the electroencephalogram, and legion upon legion of other tests have 
defied the standard deviation and assumed the mean to be sacrosanct. 

From the common-sense point of view (a heretical position to assume in some 
circles), the fact that a drug may “improve” the electroencephalographic pat- 
tern until it is “normal” has no meaning if the patient continues to have symp- 
toms of brain tumor or epilepsy. An average Rorschach response does not rule 
out the possibility that the subject may be completely mad, nor does a superior 
score on the Wechsler-Bellevue mean that the possessor has enough sense to 
earn a living. In a recent paper Whittier showed that, after reserpine treat- 
ment, the Funkenstein test on schizophrenics “improved” (was more like the 
nonpsychotie response) but that this was not correlated in any way with thera- 
peutic response. Thus the test improved—but the patient did not. 

Conversely, deviant ratings from preestablished criteria or from norms are 
equally unimpressive. Of the general population, 15 percent show abnormalities 
on the electroencephalogram but remain completely symptom-free. The posses- 
sors of some very odd-looking Rorschach and TAT responses are most creative 
and useful citizens and some with mighty low Wechsler-Bellevues make mighty 
good money and have some mighty good times. Conformity to, or deviation 
from, “internal” test criteria are useless, per se, as a means of measuring 
improvement. 

The writer hopes that this line of reasoning has aggravated a sufficient number 
of listeners. This will probably provoke them to thinking “the poor benighted 
fool (to put it kindly) seems to forget that there is high correlation between 
certain EEG patterns and brain tumor or epilepsy, and a similar correlation be- 


2 Barmecide feast—An illusion or pretense of plenty. (From the Arabian Nights story 
of the Barmecide noble who invited a guest for dinner, served on damask tablecloth, golden 
dishes, and crystal, but without any food.) 
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tween aberrant Rorschach, TAT and Wechsler-Bellevue responses and poor ad- 
justment.” Such a line of reasoning would please the writer greatly, since the 
arguer would then be applying external criteria for judging improvement. By 
this, it is meant that one determines how well a particular test measures “im- 
provement” by using some external standard such as “clinical improvement.” 
In other words, high score or low score, or no score or slow score, on some test 
instrument has no meaning in evaluating improvement unless it can be correlated 
with the patient’s ability to get along in the community with a modicum of 
enjoyment, a minimum of danger to himself and others, and a maximum of use- 
fulness. This consideration should eliminate with finality the idea that anyone 
can devise a test instrument that measures the improvement of patients without 
relationship to the patient’s overall behavior. 

One may turn now to that neglected man of present-day “scientific” research, 
the clinical psychiatrist, and examine the way in which he continues to evaluate 
the improvement of patients, even though this has been proved to be scientifically 
impossible. 

The reason a patient seeks, or is forced into receiving, psychiatric help is not 
because he has some specific pathology but rather because he cannot get along 
with other people or, perhaps, with himself. Certainly, therefore, it would be 
reasonable to say that one criterion for improvement is that the individual has 
an increased ability to get along with himself and with others. Although there 
may be alternate means of classifying information adequately in this respect, 
one usable system would be to evaluate such improvement in three different 
areas: (1) the social, (2) the psychological, and (3) the somatic. 

Constructing a scale to evaluate improvement in the area of social behavior 
is not primarily the function of the psyschiatrist and the thoughts which will be 
presented here are suggested guideposts rather than final markers. Let it first 
be stressed very strongly that a scale of improvement in this area should concern 
how the patient behaves and not how he feels about how he behaves. There are 
many patients who believe they are performing very adequately in the social area 
who are complete nuisances to their families and their communities. Contrari- 
wise, there are individuals who feel that they are hopelessly inadequate in a 
social sense, yet by “objective” criteria and the judgment of others are perform- 
ing extremely well. Care should be taken to see that judgments of perform- 
ance in these areas do not overlap. One should not allow the patient’s estimate 
of his performance to influence judgment as to his actual behavior. 

Inside a psychiatric hospital there is already a scale of such social behavior: 
At the bottom of the scale is the patient who is in restraint or camisole on a 
disturbed ward. An improvement in social behavior will move the patient to a 
locked ward but without restraint, seclusion or camisole. Another step up the 
scale is the ability of the patient to function on an open ward, moving in the 
direction of serving some useful function about the hospital such as messenger 
or gardener or what-have-you. The ultimate intramural step is the judgment 
of the hospital staff that the patient is dischargeable. (At times, dischargeable 
patients may not be able to return home because of family circumstances, so 
that the decision should be in terms of dischargeability rather than of whether 
actual discharge occurs.) The process continues in a rather unbroken line, 
measuring whether the patient can remain out of the hospital and for how long 
(the time factor should be taken into consideration at all levels). Beyond that 
is the question as to whether he is able to stay out of entanglement with the law, 
the police department, or other such agencies of society. A judgment is formed 
on the basis of how well he gets along with his family and others with whom 
he comes into contact (including the social worker). Ability to return to work 
provides a further index of his improvement and can be even more finely graded 
in terms of whether the level of employment is the same or below or above that 
existing before illness or treatment. In other words, the more nearly an in- 
dividual is able to function at his maximum capacity, the greater is the improve- 
ment. At the highest end of the scale is evaluation of how useful a person is in 
terms, not only of his productivity in his job, but of his contributions to com- 
munity life, whether through membership in social, political, or religious or- 
ganizations or in some other manner. 

Such a progression of improvement could undoubtedly be very methodically 
worked out at a conference of psychiatrists, psychologists, social scientists, and 
social workers. 
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There are 2 semi-independent variables which may influence ratings on such 
a scale, 1 methodological, the other substantive, which should have appropriate 
consideration. The methodological consideration is that patients should be 
evaluated, not only in “closed” situations such as interviews with social workers 
or at hospital staff conferences, but also in an “unrestricted” situation where 
performance can be judged when not under the pressure which the “closed” 
situation often brings about. Every psychiatrist has seen patients who make 
excellent adjustments in the hospital but put up a very poor show at a staff con- 
ference and are, therefore, rejected (perhaps unnecessarily) for consideration 
of trial visit outside the hospital. Reaction to the pressure of such a “closed” 
situation should not be the exclusive factor in determining social improvement. 
Conversely, there are patients who perform extremely well at staff conferences 
but who are unable to make good adjustments unless they are under pressure. 
Analogs of this type of “closed” versus “unrestricted” observation exist at the 
various points at which judgments of social improvement are made. 

The substantive factor to be considered is that one must take into account the 
pressures of the environment under which progress is made. Obviously, the 
patient who is able to reach a certain level of social adjustment despite difficult 
behavior on the part of relatives, employers, and others may be more improved 
than the patient who is able to reach such a level only with the understanding 
and loving guidance of his family and the encouragement of other people in his 
world. 

Before proposing how psychological improvement can be measured, the writer 
would like to agree with those who have already formulated an objection, which 
is that social behavior is at least partly dependent on the psychological state. 
The author by no means suggests that the two elements are entirely independent 
of one another; and certainly we will ultimately have to understand the rela- 
tionship between them to improve our techniques of rating improvement. The 
writer’s contention is that at the present time, until the nature of this relation- 
ship is better understood, independent rating of the social and the psychological 
factors is necessary to prevent the confusion which would arise if attempts 
were made to interrelate incompletely articulated concepts and unverified 
hypotheses. 

One may start consideration of psychological improvement by again empha- 
sizing a point which may easily lead to confusion since there is an apparent 
overlap, which in reality does not exist. The patient has certain feelings and 
reactions to his social behavior. These are properly only a part of the psycho- 
logical area and, as previously stressed, should not be considered in making the 
social judgment. ‘To illustrate, the writer will refer to a patient who is head of 
an important Government agency and has been repeatedly commended for the 
excellence with which he carries out his functions—commended equally by 
Republicans and Democrats. He personally believes that he is doing an inade- 
quate job and is likely to be discharged at any time for incompetence. His 
feeling about his work should not enter into a judgment of his social func- 
tioning; and, even though the feeling is about social behavior, it is entirely in 
the psychological area. Conversely, everybody has known individuals who are 
incompetent and irritating to others and yet feel that they are doing extremely 
competent jobs and that everyone loves and admires them. The rating of their 
social behavior must be separated from the self-evaluation which is, again in 
the psychological area. 

The proposal which the writer wishes to make for evaluation of psychological 
improvement may at first sight seem extremely radical, since it ignores most of 
the customary techniques of evaluating this factor and ignores certain areas 
of information which are probably quite valid. The intent is to show that in 
the present state of knowledge the most adequate way of evaluating psycho- 
logical improvement is by determining how satisfied and happy the patient is 
with himself. 

We do not truly know what constitutes psychological health, either in respect 
to mental content or emotional reaction, and until we do—and also know how 
to measure it accurately—it is better not to attempt to apply our ignorance. 
This does not mean that eventually we will not be able to replace an index 
based on how the patient feels about himself with a more comprehensive one; 
of which this attitude of the patient toward himself is only one element. But 
until this has been worked out, it seems best to use this single index. 

One might immediately object that, even if a patient is perfectly happy with 
himself, he cannot be psychologically healthy as long as he has auditory hallu- 
cinations; and even though he is able to make a good social adjustment and is 
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satisfied with himself, one cannot truly say that he is “improved.” During a 
visit with the writer last summer, Dr. Kho, of Jakarta, Indonesia, commented 
on the fact that, by using the criteria which we use in this country for diag- 
nosing mental illness, probably 80 percent of certain Javanese peoples would be 
regarded as psychotic, since they are in almost continuous communication with 
the “spirit world” around them, and what we term “auditory hallucinations” 
are practically “daily occurrences.” Someone may feel that this case is differ- 
ent, because auditory hallucinations are an accepted cultural phenomenon in 
this particular society but are not so in our own. This is a dangerous pre- 
sumption, since it makes the average and the normal equivalent. 

By this reasoning, if hallucinations occur frequently in a particular society, 
they are therefore normal; if they are rare, they are, for this reason, patho- 
logical. The more crucial fact would seem to be that individuals in this par- 
ticular Javanese culture are not disturbed by their hallucinations. Judgment 
as to the psychological state of an individual in any culture is really most 
involved with how he or she responds to his own behavior (hallucinations in 
this case). At the present time, I have a patient who has occasional halluci- 
nations, recognizes them as such, regards them as a “bloody nuisance” but is 
able to function in a reasonably adequate social fashion and is not too dissat- 
isfied with how he feels about himself. As an intern at St. Elizabeths Hospital 
in Washington, I was much impressed by the decision of the staff to discharge 
a woman who quite freely admitted her auditory hallucinations (which she did 
not recognize as such). The voices, she explained, made unpleasant remarks 
about her, and the key question upon which her discharge rested was, “What 
are you going to do about this?” She smiled very good-humoredly and replied, 
“Nothing. I call myself worse names.” To the best of my knowledge she is 
still functioning usefully as a seamstress and is enjoying life more than a good 
number of people who have never been in a hospital. 

If one were to admit hallucinations as necessary for rating psychological 
improvement it would be necessary to consider pseudohallucinations, hypnagogic 
states, and a whole area much less clearly defined. In view of the variety of 
present psychiatric theories, one would then have to move into areas of juris- 
dictional dispute in which perhaps a patient would be regarded as unimproved 
unless he had resolved his Oedipal conflict—or some other kind of conflict. 
Judgments as to whether “dependency” is present to a pathologica! degree and 
whether, if it is, it is a good or a bad thing, mire one in a hopeless morass. 
Therefore, until our psychological theories are more lucid and better validated, 
it seems wiser to remain clear of such entanglements although work should cer- 
tainly be pressed with maximum effort to bring a happier day to pass. 

What is important is not what the psychiatrist or psychologist quite properly 
labels as “psychopathology” but how the patient reacts to such conditions. The 
psychiatrist may decide that the patient is unhappy because he is not able to 
tolerate his dependency on his wife. He would then be improved, either if he 
is no longer dependent, or if the dependency no longer disturbs him. This does 
not mean that we are depending on dependency to make a judgment of psy- 
chological improvement since this may exist only in the mind of the psychiatrist 
or social worker and not in the patient’s mind (either conscious or unconscious). 
All one really needs to know is that the patient is less dissatisfied with himself 
than he was formerly. 

By this proposal, the only one who can truly determine the amount of psy- 
chological improvement is the patient himself. This is in contrast to evaluation 
in the social area where the subject has no capacity to make observations about 
his adjustment. This procedure, of course, does not mean that one accepts the 
verbal statement of the patient that, “I feel wonderful,” or, “I feel terrible.” 
The observer is entitled to use any means at his disposal to evaluate how the 
patient does feel about himself; and suggestions have been made in the litera- 
ture for the use of “objective instruments” which would help in determining 
this. In point of fact in private practice, this is almost invariably the touch- 
stone which determines when treatment is to be terminated: The patient says 
that he feels better, and the therapist agrees that he probably does. When this 
feeling of well-being reaches a certain point, therapy almost always terminates, 
with the conclusion that there remain certain unsolved problems but that unless 
they provoke trouble in the future, the objectives of treatment have been 
accomplished. 

Thus, what sounded like a radical proposal at the beginning turns out to be 
the tried and true empirical, heuristic technique which psychiatrists have been 
using all along as the index of psychological improvement. It is merely proposed 
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that we recognize that, in our present state of knowledge, this is one yardstick 
upon which all can agree without entering into doctrinaire disputes. 

The final area, the somatic, can be dealt with rather simply. There are a 
number of physical conditions, such as mucous colitis, gastric ulcer, hypertension, 
and neurodermatitis, which may possibly be somatic expressions of psychological 
problems. The patient could also be spoken of as improved if there was a lessen- 
ing of the degree of severity of these conditions. 

Actually, the patient who is most improved would show improvement in each 
of the three areas where there was any difficulty to begin with. And cone could 
speak of a more limited type of improvement if there had been pathology in 
2 or 3 of the areas and if the patient had improved in one without getting worse 
in the others. If, however, improvement in one area were accompanied by in- 
creased difficulty in the other areas, it could not be regarded as the same kind 
of improvement as in the first two cases. 

Using these admittedly crude and empirical techniques for evaluating improve- 
ment, objective tests could be evaluated as to how well they agreed with im- 
provement measured in the form in which it is presently measurable. Eventually, 
and perhaps in the not-too-distant future, it would then be possible to substitute 
techniquts which were, actually, more scientific. 
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ExnHIsitT 3 


LEGAL PROBLEMS ARISING FROM QUOTATIONS OF SCIENTIFIC PUBLICATIONS 
IN ADVERTISING MATERIALS 


By George M. Chapman, of the New York Bar 





We in America are an exceedingly name-conscious and expert-conscious people. 
Our unequaled means of mass communication—television, motion pictures, radio, 
newspaper, and magazine coverage—have, in combination, made us amazingly 
familiar with the identity of the leaders in the various fields of endeavor. Thus, 
in politics, the names of Dwight D. Eisenhower, Adlai Stevenson, Earl Warren, 
Walter George, Thomas E. Dewey, Estes Kefauver, Averell Harriman are a 
commonplace in most households. Merely to mention another category of our 
national life—sports—is to summon to mind the names of Duke Snider, “Hop- 
along’ Cassidy, Sam Snead, and many others. Dr. Paul Dudley White has 
achieved the same sort of fame in the medical profession. Also, there is almost 
a cult of “the expert.”* If an expert says that a thing is so, particularly a 
thing within his own sphere, or even in a wholly unconnected area, much weight 
is uncritically attached to his views. Presumably, he has the facts. We vir- 
tually reverence worldly success and the attainment of position. There is an 
almost religious admiration for the prominent scientist, writer, industrial cap- 
tain, labor leader, movie star, or athlete. Complicating this is what I would 
call an undiscriminating deference to the views of such figures. Thus, some 
are unaccountably impressed that movie stars support various candidates for 
President; that Stan Musial likes a certain breakfast food; that the late Pro- 
fessor Einstein disapproved the conduct of certain investigative committees of 
the Congress ; or that George Meany is against the Bricker amendment. 

The existence and significance of these phenomena have not gone unnoticed. 
Our great manufacturers and the advertising agencies who proclaim the virtues 
of their products have long vied in securing the public endorsement of those 
whose artistic or athletic achievement, scientific reputation, heroic deeds, or 
political prominence have endeared them to the great bulk of our population. 

A generation ago testimonials for proprietary medicines were commonplace. 
Although such lay testimonials are no longer in vogue, drug manufacturers 
increasingly rely upon outside sources to further the sales of their products. 
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Here the stress has been upon the statistical results of various surveys, some 
conducted by disinterested agencies; discussion of various products’ ingredients 
and why they confer a particular excellence; and either anonymous or attributed 
medical or scientific comment. We are concerned here only with the use of the 
last-mentioned device—attributed medical or scientific comment—so widely used 
in the promotion of pharmaceutical and, sometimes, proprietary drugs. To what 
extent, if any, is the manufacturer of a drug product liable to the author of 
an article or comment in a scientific journal wherein such product is a subject 
of discussion? What is the liability for the unauthorized verbatim or summary 
reproduction, in whole or in part, of such discussion, this reproduction occurring 
in advertising “fliers” or other such mediums circulated by the manufacturer to 
the medical profession, retail pharmacists, or the general public? 

The manufacturer can use any of several techniques in invoking attributed 
medical or scientific comment: (a@) Exact reproduction, either lengthy or brief; 
(b) summary reproduction; (c) selective reproduction, from which any words 
of criticism or qualification have been excised. Always, however, and no matter 
the dignity of the level to which directed, such material is used for advertising 
purposes. It is this use for commercial exploitation that gives rise to legal 
liability. 

A survey of the pertinent statutory and case law leads to the inevitable con- 
clusion that, no matter which of the foregoing techniques is used in a particular 
instance, a manufacturer who culls scientific journals for favorable references 
to his drug products and then reproduces such references for advertising pur- 
poses, without the consent of the author, runs a great risk of liability under 
both the law of copyright and the doctrine of right to privacy. Both of these 
branches of the law are highly practical in their origin and application. Both 
accord well with our traditional emphasis on individual initiative and 
property right. We shall examine these possible bases of liability separately. 


THE LAW OF COPYRIGHT * 
a. Statutory 


Simply put, the great purpose of a copyright is to secure to authors and artists 
the financial fruits of their own mental labors. This concept has its roots in 
the early history of our law, and has been nurtured and expanded with the 
development of our jurisprudence. It recognizes the truism that man is an 
acquisitive being and will give of himself more fully to the extent that he sees 
a lasting material enrichment in prospect. Thus, the report of the House of 
Representatives, discussing the Copyright Act of 1900, states: 

“Not primarily for the benefit of the author, but primarily for the benefit of 
the public, such rights are given. Not that any particular class of citizens, 
however worthy, may benefit, but because the policy is believed to be for the 
benefit of the great body of people, in that it will stimulate writing and invention, 
to give some bonus to authors and inventors.” 

The conferring of copyright also stems from a recognition that a spirit of 
essential fairness demands that the creator is entitled to some reward for the 
labor of creation. Thus, one textwriter comments: ? 

“It seems that from the time ‘whereof the memory of man runneth not to the 
contrary’ the author's right to his manuscript was recognized on principles of 
natural justice, being the product of intellectual labor and as much his own 
property as the substance on which he wrote it. Blackstone (2 Com. 405) 
associates it with the law of occupancy, which involves personal labor and 
results in ‘property,’ something peculiarly one’s own. * * * But ages before 
Blackstone, an Irish king had enunciated the same principle in settling the 
question of property rights in a manuscript: “To every cow her calf.’” 

In 1710, at the instigation of the London publishers comprising the Stationers 
Co., the British Parliament gave statutory recognition to the rights of authors 
by the enactment of the celebrated statute of Anne.* 

Prior to the adoption of the Constitution of the United States in 1787, our 
National Government had no power to act in the premises but, in May 1783, 
the States were advised to pass acts securing copyrights for 14 years. Most 
of the Thirteen Original States, including Massachusetts, New Hampshire, and 


1Lin Yutang, Between Tears and Laughter, Blue Ribbon Books (1943), pp. 76—77, 95-98: 
—_ to St. Joan; ef. Landis, the Administrative Process, Yale University Press 
( ° 

® Howell, The Copgzigat Law (1942), p. 1. 

88 Anne c. 19 (1710). 
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New York, passed such private acts. When our Federal Constitution was 
drafted, the following grant was inserted among the powers of the Congress 
(art. I, sec. 8, clause 8): “To promote the Progress of Science and useful Arts, 
by securing for limited Times to Authors and Inventors the exclusive Right 
to their respective Writings and Discoveries.” 

In 1790, the Congress of the United States passed a Federal act which made 
the separate acts of the States unnecessary. Various acts were subsequently 
passed by the Congress. Finally, in 1909, a new copyright code was enacted, 
repealing all previous legislation and providing comprehensively for the whole 
subject of copyrights, including literary, dramatic, musical, and other rights. 

It is well recognized that the two major purposes of the Copyright Act are 
(1) to secure to the author, or his successors in interest, a monopoly, more or 
less in the nature of a reward for his genius and industry, as well as for 
the encouragement of others, similarly as in the case of patents; (2) to give 
notice to the public that the author or other owner has not abandoned the 
child of his intellect, or dedicated it to public use.‘ 

Compliance with the copyright statute, so as to enjoy its protection, is 
relatively simple. All that the author need do is first to publish the work 
with notice of copyright affixed to each copy. Two complete copies of the 
best edition then published must be promptly filed with the Copyright Office 
in Washington, D. C. Upon payment of a nominal fee, the Copyright Office 
will then issue a formal certificate of registration. 

Compliance with the copyright statute gives the author a bundle of rights, 
the chief of which is the exclusive right, “to print, reprint, publish, copy, and 
vend the copyrighted work * * *.”° And the author who has copyrighted his 
work has a formidable armory of weapons with which to punish any infringer. 
One guilty of copyright infringement may be enjoined from such conduct in 
the future; made to pay damages and profits; and to deliver up on oath for 
destruction all the infringing copies or devices, as well as all plates, molds, 
matrices, or other means for making such infringing copies.° Thus, the civil 
penalties for copyright infringement are quite severe indeed. Sut added 
thereto is the following criminal’ sanction: 

“Any person who willfully and for profit shall infringe any copyright secured 
by this title, or who shall knowingly and willfully aid or abet such infringement, 
shall be deemed guilty of a misdemeanor, and upon conviction thereof shall 
be punished by imprisonment for not exceeding one year or by a fine of not less 
than $1,000. * * *” 

So copyright infringement is an offense not lightly to be committed. 

Copyright protection is, however, as we all know from our own experience, 
not absolute. To cite but one instance, the book review columns of our news- 
papers and magazines are replete with quotations or paraphrases of material 
from new publications. This is an illustration of the doctrine of “fair use,” a 
recognized exception to the monopoly conferred by copyright. The doctrine 
is the resultant of the interplay of two polar principles: On the one hand, 
to encourage initiative and to award it appropriately, no privilege granted to 
others than the copyright owner must be so extensive as to permit the appro- 
priation of his labor or the diminution in value of his work. On the other 
hand, public policy demands that the advancement of learning not be hobbled: 
that scolars can freely consult and build upon the work of their predecessors. 
This principle has particular force where scientific works are concerned and 
is given special deference by the courts in that situation. 

The doctrine of fair use, then, is a compromise between two conflicting and 
compelling needs of our society. It is a practical doctrine, based on pragmatic 
considerations. Its applicability to any individual case is shifting and uncer- 
tain. Only general criteria can be given. The courts have repeatedly em- 
phasized that whether a particular use of a copyrighted article without per- 
mission of the owner is a fair use depends on the circumstances of the particular 
ease.” Here are some of the factors that have been considered: It has been said 





*See Globe Newspaper Co. v. Walker, 210 U. 8S. 356, 28 Sup. Ct. 726, 52 L. Ed. 1096 
(1908) ; Bauer & Cie v. O’Donnell, 229 U. 8S. 1, 33 Sup. Ct. 616. 57 L. Ed. 1041 (1913); 
Caliga v. Inter Ocean Newspaper Co., 215 U. 8. 182, 30 Sup. Ct. 38, 54 L. Hd. 150 (1909); 
Wheaton v. Peters, & Pet. 591, 8 L. Ed. 1055 (18384). 
617 U. 8. C. 1 (a). 

J. &. C. 101: 





5 See, e. g., Matthews Conveyer Co. v. Palmer-Bee Co., 135 F. (2d) 73 (C. C. A. 7, 1948); 
Karll vy. Curtis Pub. Co., 39 F. Supp. 836 (D. Wis. 1941). 
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that the privilege accorded to a subsequent writer must be such, and such only, 
as will not cause substantial injury to the proprietor of the first publication; ° 
that fair use is not determined by quantity alone; ** that the court must look to 
the nature and objects of the selections made, the quantity and value of ma- 
terials used, and the degree in which the use may prejudice the sale, diminish 
the profits, or supersede the objects of the original work;™ that the purpose 
of the use and the identity of the user are significant; ” that where the un- 
authorized use is for advertising or purely commercial purposes, the doctrine 
does not apply or has only a limited scope.” 

This last factor, unauthorized use of copyrighted material for commercial 
gain—in advertising—is of great and growing importance in the doctrine of fair 
use. And it is always present because advertising leaflets disseminated by 
pharmaceutical manufacturers, whether to physicians only or to the public gen- 
erally, are essentially intended to stimulate the sale of the product involved. 
Though there is concededly a subsidiary scientific or educational purpose, the 
quest for commercial gain is predominant and is the principal motivating factor 
prompting such use. 

Two cases involving quotations from scientific treatises in advertising material 
are worthy of somewhat extended treatment. Henry Holt & Co. v. Liggett € 
Myers Tobacco Co.“ was decided in 1938 by the highly respected Federal Judge 
Albert B. Maris, then a United States district judge and now an appellate Fed- 
eral judge. In that case, one Dr. Felderman had written a book, published by 
the plaintiff, entitled “The Human Voice, Its Care and Development.” After 
the publication of this book, Liggett & Myers Tobacco Co. published a pamphlet 
entitled “Some Facts About Cigarettes.” Under the heading “Do Cigarettes 
Affect the Throat?’ the following appeared : 

“Dr. Leon Felderman, noted otolaryngologist, Philadelphia, is quoted (1931) 
as follows: 

“ ‘Statistics have it that 80 percent of physicians are smokers. * * * It ap- 
pears unanimous that smoking is not nearly so injurious as overeating. * * * 
From my experience with ear, nose, and throat cases, I firmly believe that 
tobacco, when properly used, has no ill effect upon the auditory passages.’ ” 

This was held not to be a fair use of Dr. Felderman’s book, the court saying :™ 

“Its publication was not one in the field in which Dr. Felderman wrote, nor 
was it a scientific treatise or a work designed to advance human knowledge. On 
the contrary, it is clear that its pamphlet intended to advance the sale of its 
product—Chesterfield cigarettes—a purely commercial purpose. It cannot be 
implied that Dr. Felderman consented to the use of his work for such a purpose.” 

A decision rendered this year, Loew’s Incorporated v. Columbia Broadcasting 
System“ contains a very scholarly review of the cases by Federal Judge James 
M. Carter, and summarizes the law as follows: : 

“Criticsm is an important and proper exercise of fair use. Reviews by so-called 
critics may quote extensively for the purpose of illustration and comment. 

“As we draw further away from the fields of science or pure or fine arts, and 
enter the field where business competition exists we find the scope of fair use 
is narrowed but still exists. 

* * * * ck * a 


“A synopsis of an opera or indexes of a copyrighted property may be properly 
made under the rule of fair use. The use of a copyrighted credit book for the 
purpose of ascertaining the name of persons and corporations engaged in busi- 
ness for use in another’s work is not infringement. 

“On the other hand, the taking of word lists, amounting to less than 15 per- 
cent of the printed matter, from French language books and adding thereto, 
when both ‘books met exactly the same demand on the same market’ was an 
unfair use, and the taking of three sentences from a doctor’s copyrighted medical 
work by a tobacco company to advertise its cigarettes was not a fair use. Where 
a newspaper used in an article, factual material taken almost verbatim from the 


* Sampson & Murdock Co, v. Seaver Radford Co., 140 F. 539 (C. C. A. 1, 1905). 

1 American Institute of Architects v. Fenichel, 41 F. Supp. 146 (S. D. N. ¥. 1941). 

1 Karli v. Curtis Pub. Co., 39 F. Supp. 836 (D. Wis. 1941). 

122 Amdur, The Law of Copyright, ch. 22, and authorities cited. 

13 Henry Holt & Co. v. Liggett € Myers Tobacco Co., 23 F. Supp. 302 (BE. D. Pa. 1938). 
423 F. Supp. 302 (E. D. Pa. 1938). 

% 23 F. Supp. 302, 304. 

#6131 F. Supp. 165 (S. D. Cal., central division, 1955). 

7 Pp. 175-176. 
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copyrighted material in a rival newspaper, there was an unfair use even though 
the taking was ‘such a little one.’ 
* ~ * a Bo a + 


“Certain conclusions can be drawn from these cases. Judge Yankwich stated 
in a recent article: 

“Tf the amount reproduced is legitimately necessary to review the book, or is 
a part of a scientific or other exposition of the subject, in which the theories 
expounded by others must be discussed, the use, regardless of quantity, is fair. 
If, on the other hand, the appropriation of the copyrighted product of another is 
motivated by the desire to derive commercial benefit, the use, regardless of quan- 
tity, is unfair. * * *’ [Italics added.] 

“We have some question as to the breadth of the conclusions, more particularly 
to the second sentence, but think the statement generally correct. It was obvi- 
ously made to point up the impact of commercialism on the doctrine of fair use. 
We would conclude that the purpose for which the use was made is of major 
importance, in consideration with various other factors, in arriving at a sound 
determination of the extent of fair use; that broader scope will be permitted 
the doctrine where the field of learning is concerned and a much narrower scope 
where the taking is solely for commercial gain.” 

On the basis of these two cases, then, it seems reasonably clear that a drug 
manufacturer who reproduces verbatim, whether briefly or extensively, any 
copyrighted medical or scientific material, attributing it to the author, probably 
incurs liability if the reproduction is for advertising or other commercial pur- 
pose. This is so even if the reproduction is full and accurate, and would apply 
even more strongly in the case of a misleadingly selective quotation. If selec- 
tion is exercised, moreover, and it results in the deletion of qualifying or critical 
language, thus distorting the author’s viewpoint, there is another problem, which 
I will merely mention here: the law of libel. It is possible that a misleading quo- 
tation would hold up a medical or scientific author to ridicule in his profession 
and that he could recover damages as for a libel. 

What of the use of a summary or paraphrase by the manufacturer in his 
advertising leaflets? Of course, scientific facts and conclusions are not subject 
to exclusive appropriation under the copyright law. An author has exclusive 
rights to the arrangement of the words by which he expresses the fact or con- 
clusion, but not to the fact or conclusion itself. A scientific fact may be stated 
with impunity in advertising material so long as the original author’s exact 
words are not copied. Likewise, a conclusion may be summarized or para- 
phrased. But prudence should prevent the use of the author’s name in connection 
even with a summary of his conclusion without his permission, especially if there 
is any risk of discrepancy or misinterpretation in the summary. 

Citations to articles appearing in medical journals or textbooks may also be 
freely used. They merely refer the reader to the original source material and 
do not in any sense infringe the copyright. Again, however, care should be 
used not to abuse this privilege by using the citation in such a way as to credit 
the author of the cited article with the statement made in the text. 

I turn now to a second possible basis of liability for unauthorized use of medi- 
cal or scientific quotations or the use of an author’s name in conjunction with a 
summary of his article, a basis which exists entirely independent of any copy- 
right considerations. 

THE RIGHT TO PRIVACY 


In the State of New York the legislature has created by statute what is 
known as the right of privacy. Similar statutes exist in other States, and in 
some jurisdictions the right has been created by judicial decision. The right 
to privacy received its original American impetus from a famous law review 
article * written by Mr. Louis D. Brandeis, later a Justice of the Supreme Court 
of the United States. Basically, the right of privacy means the right to live one’s 
life in seclusion without being subjected to unwarranted and undesired publicity, 
the right to be let alone, the right to live without unwarrantable interference by 
people in matters with which they have no appropriate concern. A “public 
figure,” of course—and “public figure” here has been given a broad definition by 
the courts—waives this right. But even such a figure is shielded to some extent. 
He is deemed to have agreed only to any reasonable public use of his name and 
position, and not to the commercialization of his personality through a form of 
treatment distinct from dissemination of news or information. 


18 Civil Rights Law, secs. 50, 51. 
7# Warren & Brandeis, The Right to Privacy, 4 Harv. L. Rev. 193 (1890). 
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The New York statute makes it a misdemeanor to use the name, portrait, or 
picture of a living person for advertising or other commercial purposes. Like- 
wise, the statute authorizes a suit for an injunction and damages where a person’s 
privacy is so invaded. 

In Koussevitzky v. Allen, Town & Heath,” the decisions were reviewed and the 

court held : 

“This statute sought to protect the sentiments, thoughts, and feeling of an 
individual by embodying ‘a legal recognition—limited in scope to be sure, but 
a clearly expressed recognition nevertheless—of the right of a person to be let 
alone, a right directed “against the commercial exploitation of one’s person- 
eity.”’ + * ¢ 

“It is clear, therefore, that the right of privacy statute applies to the un- 
authorized use of a name or picture to sell a collateral commodity.” 

The protection of the statute has been extended to a radio announcer™ and 
to a famous dress designer.” Indeed, in the latter case, the court protected 
against the use of commercial exploitation of a name to sell a product even 
though the plaintiff had already licensed the use of his name to a competitor 
of defendant perfumer. The court said: ™ 

“The circumstance that plaintiff has commercialized his name in connec- 
tion with dress designs and items of ladies’ apparel, does not prevent him from 
resorting to sections 50 and 51 of the civil rights law to restrain the use of his 
name for other commercial purposes, especially those in conjunction with which 
he has not established a trade name. Neither has plaintiff waived the benefit 
of the civil rights law by consenting for a time to have his name used in the per- 
fumery field by Overhamm. The duration of that consent had expired, as Over- 
hamm signified by canceling the registered trademark following the Californian 
arbitration. There was no general abandonment of the name by plaintiff when 
he contracted with Overhamm. * * * 

Certainly, in the light of precedent and as a matter of principle, it seems 
that there is no reason why a doctor or scientist quoted without consent, and 
for advertising purposes, could not successfully invoke sections 50 and 51 of 
the civil rights law of New York and the “right to privacy.” 


CONCLUSION 


The use of an unauthorized quotation from a scientific article in advertising 
material may constitute both an infringement of copyright and a violation of 
the right to privacy. Therefore, a cautious approach is indicated. Before 
quoting from a scientific treatise or text, the advertiser should obtain the written 
permission of the author. As a matter of policy, it might be recommended that 
the proposed advertising copy be submitted to the author in advance and his 
written approval secured therein. The author will then see exactly how his 
material is to be used and claims of unfair surprise will be obviated. 


EXxHIsit 4 


[Reprinted from the AMA Archives of Neurology & Psychiatry, June 1957, vol. 77, 
pp. 611-615, copyright 1957, by American Medical Association] 


Nathan S. Kline, M. D., Rockland State Hospital, Orangeburg, N. Y. 
RELATION OF PSYCHIATRY TO THE PHARMACEUTICAL INDUSTRY 


These words are written as an individual, and not as the representative of any 
department or association. 

Although a little learning is reputed to be a dangerous thing, a little too much 
understanding can be absolutely fatal. As psychiatrists we pride ourselves on 
this “understanding,” claiming to neither condone nor condemn. The extension 


2188 M. 479, 68 S. 2d 779 (Supreme Court, New York County, 1947, Shientag, J.), 
ae cr M. 481." Div. 759, 69 S. 2d 432 (1st dept., 1947). 

2 Uproar Co. v. National ea y 8 F. Supp. 358 (D. Mass., 1934), modified on 
other grounds, 81 F. (2d) 373 (C. C. A. 1, 1936), certiorari denied, 298 U. 8S. 670, 56 
8. &t 835, 80 L. Ed. 1393 (1936). 

2 Adrian v. oe cane 281 App. D Div. 81, 118 S, 2d 121 (ist dept., 1952), affirmed, 306 
N. Y. 771, 118 N. (2d) 477 (1954 
% 281 App. Div. “7 88-89. 
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of this way of life outside the patient-doctor relationship can all too easily sap 
away righteous indignation. Overcontrol of aggressive and hostile forces in 
order to preserve the ego ideal of the all-tolerant, all-understanding, paternalis- 
tic psychiatrist can lead to blunting of social values. Some recent incidents call 
for strong feeling and immediate action. 

Unlike most branches of medicine, the psychiatrist has had relatively little 
contact with the pharmaceutical industry until the past year or two. The advent 
of a new series of compounds with a $150 million to $200 million-a-year market 
has opened a floodgate with which we were not entirely prepared to deal. The 
initial reaction of some the unrealists was to have nothing to do with the hoard 
of strangers pounding at the gate. There was considerable resistance to accept- 
ing grants-in-aid, fellowships, and the usual type of financial support which the 
pharmaceutical industry has provided for specialists in other fields. The Amer- 
ican Psychiatric Association, despite its lack of tradition in this area, has dealt 
with this both wisely and well by the judicious acceptance of legitimate support. 
On the other hand, there have definitely been abuses, and it is these specifically 
which have occasioned the present editorial. 

The contacts of psychiatry with the pharmaceutical industry have been so 
overwhelmingly beneficial that it would be well-nigh criminal to jeopardize them 
by not putting an immediate halt to the ill-advised attempts at exploitation and 
undue influence by a few seattered individuals in a minority of the drug houses. 
It is almost impossible to itemize in order of importance the salutary effects 
which can be noted. Certainly one of the most important was recently pointed 
out at the work conference sponsored by the Psychopharmacology Center of the 
National Institute of Mental Health by the editor of this journal. Although the 
remark was made in a somewhat different context, it is equally applicable here. 
This dealt with the awakened interest in both clinical and research possibilities 
in even the remotest of State, county, or city mental hospitals, because of the 
availability of these new methods of treatment. 

The pharmaceutical industry has long ago learned the value of basic research 
and, in an effort to get at the fundamentals of drug action, has literally poured 
millions of dollars into this enterprise within the framework of their own organ- 
ization. More important at this time than even the financial support is the 
availability of trained personnel in physical chemistry, biochemistry, pharma- 
cology, animal psychology, and medicine. The interchange of such trained per- 
sons between industry and the mental hospitals has already begun and will un- 
doubtedly greatly increase as time passes. Both sides stand to gain a great deal. 

The provision of grants-in-aid “with no strings attached” has provided an 
amazing transfusion of vitality into many a struggling clinical or laboratory 
research group in some clinic or State hospital. Financial watering of this 
apparently arid region has resulted in the appearance of oases which help to 
nourish the whole surrounding psychiatric neighborhood. The university de- 
partments of psychiatry and neurology have similarly benefited and, in turn, 
contributed to the greatly expedited attack on the problem. Nor has the re- 
search supported by the pharmaceutical houses been limited to clinical testing 
in the area of biochemistry. Physiological, psychological, and even psycho- 
analytic projects have been supported. More than one company has adopted 
the philosophy “What is good for the field of mental health is ultimately good 
for us.” Without exception the pharmaceutical houses have been most generous 
in providing free supplies of pharmaceuticals until the value of a particular 
compound has been well established. In addition, they have provided placebos, 
prepared medications in the form that the researcher finds most convenient, and 
provided adjunctive pharmaceuticals and numerous other such “small services.” 
tven with those preparations whose saleability has been well demonstrated, 
free supplies are usually available for a new or badly needed clinical application. 

Both direct and indirect support have been given to the major oganizations in 
the field of mental health. There have been not only contributions to general 
budgets but the provision of fellowships and the support of meetings which bore 
no relationship to pharmaceuticals per se. There has been no attempt of 
which I know to direct the selection of applicants for such fellowships or to 
determine the subjects or composition of such meeting, with the exceptions 
indicated below. The pharmaceutical houses have served a potent role as dis- 
seminators of information. Their publications have carried articles on progress 
or opinions in respect to mental illness which by no means deal exclusively with 
the beneficial effects of the particular preparation which they may happen to 
market. By underwriting the cost of publication they have made a whole vari- 

ety of reports on current progress readily available. When these have dealt 
with pharmaceuticals, the negative opinions and the value of competing products 
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have been freely presented, since no attempt was made to influence editorial 
policy. A fair number of the publications so supported in no way dealt with 
the pharmaceutical area. 

The most recent benefit of this general type has been the offer of one of the 
pharmaceutical houses to underwrite, for 5 years, expenses for bringing a distin- 
guished foreign researcher to the United States for presentation of a lecture at 
the annual meeting of the American Psychiatric Association. The choice of 
person would rest with the association. In summary, the pharmaceutical houses 
have provided an infusion of funds, of personnel, and of general helpfulness, in 
addition to the specific merits of the products which they are producing. 

Now, as to the other side of the picture. Most of the difficulties arise from 
overeagerness on the part of the pharmaceutical houses to push their particular 
product. In occasional cases a physician has encouraged a pharmaceutical house 
to pander to his need for recognition and allowed himself to be exploited. One 
brazen incident of this type resulted in premature, unwarranted claims which 
served only to bring disrepute to the whole field of pharmaceutical investigation. 
Acceptance of financial support or assitance, the provision of free medication, or 
other help should not place the recipient under a feeling of obligation that he 
must produce a “favorable” report. Short-term gains of this sort are rapidly 
dissipated, since after 1 or 2 such unsubstantiated testimonials the investigator 
finds his professional integrity is discredited, the journals find his publications 
no longer acceptable, and even the pharmaceutical houses allow him to drift into 
the discard. There exist certain investigators in all the fields of medicine, who 
are known to turn out laudatory articles about whatever they investigate 
(whether the deception is conscious or unconscious), and these are generally 
disdained by the drug industry. 

Before I continue, a point of major clarification is needed. One cannot speak 
of “pharmaceutical houses” as though it were a single, integrated functioning 
entity. Like Brahma, most of them are 4-handed, 4-headed personalities in 
which centralization of control is not always perfect, so that not infrequently 
there is incoordination between 1 arm and another. The two hands with which 
psychiatrists are most likely to come into contact are research and sales and 
promotion. These have quite different functions and often quite different ethics. 
With very few exceptions, the research divisions of the pharmaceutical houses 
not only are sympathetic and understanding of the problems which the investi- 
gator or clinician faces but are interested in a completely impartial report, 
although naturally they are hopeful that the drug under investigation will prove 
to be a valuable one. Certainly the legitimate pharmaceutical house prefers 
honest negative reports, especially early in the investigational stage, since it can 
then abandon the product rather than invest hundreds of thousands of dollars, 
only to find its uselessness when it is placed on the competitive market. 

In contrast, the function of sales and promotion is exactly what its name 
implies. Their basic concern is not judgment as to the value of a particular 
preparation but the task of promoting and selling what is provided them. The 
limitations and side effects of a particular preparation are provided them by 
the clinical investigation division of the pharmaceutical house, but by the time 
the information has passed from the original investigator to the research or 
clinical investigation division, then on to the top echelon in sales and pro- 
motion, and down through the field managers and out to the detail men an 
inevitable process of oversimplification, with the tendency to “accentuate the 
positive and eliminate the negative,” results. Many of the detail men them- 
selves are extremely conscientious and attempt to keep abreast of the current 
literature in its original form, but unquestionably certain distortions result. 
As has been pointed out to me, the pharmaceutical industry is unique in that 
the advertising and sales promotion are directed at the physician; the actual 
purchasing is done by the wholesale houses, the ultimate consumer, the patient, 
not having direct relationship with the manufacturer or producer. This in 
itself produces a highly complicated situation. Although the sale and promo- 
tion divisions of most of the pharmaceutical houses operate at a much higher 
ethical level than do most businesses, they nevertheless exist in a highly com- 
petitive market and cannot help being influenced by the successful practices of 
other types of merchandising. It is in this area that conflict between commer- 
cial techniques and professional standards may arise. 

Nowhere have the characteristics of a profession been expressed more suc- 
cinctly than in a recent article in Science by Vannevar Bush. He says in part: 

“Members of a profession minister with dignity; they demand the respect 
due to their skill and devotion; they do not merely advise, they insist upon 
being heard; they do not submit their opinions for the judgment of the layman 
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who is their client, no matter how powerful he may be; they insist that they 
have his confidence and that, in their special field, their opinion shall control, 
or that the client turn elsewhere. They recognize that he may need to join 
their findings with factors outside their special field in coming to deci- 
sions. * * * But within their proper scope, modest men though they may be, 
they advise and guide with pride, and with the insistence that the ancient art 
which they represent be received with the respect which is its due.” 

It is exactly at this point—the insistence that medicine be received with the 
respect which is its due—that there is the necessity of speaking out. It is the 
business of business to make a profit, but unless the profession insists upon its 
own rights and privileges it will find itself being manipulated and exploited 
for ends which are not its own. Both business and the profession have their 
proper area of activity and, like good neighbors, get along best when each has 
clearly defined what is within its own sphere and, if necessary, demonstrated 
that it will not be cajoled or maneuvered. 

In a number of petty ways there have been attempts at infringement upon 
professional prerogatives. By bringing these to public protestation, the best 
interests of both groups will be served, since then the profession can retain its 
dignity and the commercial interests not be tempted to operate in an area that 
is beyond their proper scope. The list of attempted abuses is presently rather 
small but is apt to grow in both length and magnitude unless the line is drawn. 
Whereas it is perfectly appropriate for a pharmaceutical house to encourage 
an investigator to report positive favorable results if the investigator is satisfied 
that he has tested a sufficient number of cases in an adequate manner, it is equally 
improper that any attempts should be made at suppression of an article con- 
taining an unfavorable report. It is consonant with professional dignity for 
an author to allow himself to be quoted if his words are not torn out of context 
to say something other than he intended, but it is disturbing to discover one’s 
self-quoted in a manner which implies recommendation of a product when it may 
have been given oniy ‘faint praise” as compared with other drugs. Scientific 
reports are not to be used like play reviews, where the few kindest words are 
plastered on a billboard or in a newspaper ad. There is certainly nothing 
immoral about sending the draft of an article dealing with a drug to the appro- 
priate pharmaceutical house for comment which may provide information un- 
known to the author (published or unpublished), but it is certainly below pro- 
fessional dignity to have the pharmaceutical house write the article, to which the 
investigator merely affixes his signature. The practice of collecting such and 
such a number of cases, paid for at so much a head, is at least questionable. 
There exist certain rationalizations for doing this, but the value of forms hastily 
filled in by busy clinicians is not a sensible way of evaluating a drug. 

All of the above-mentioned incidents have occurred within the past year, and 
the ones that I have itemized were deliberately selected because they had occurred 
to persons other than myself. There have been different, equally undesirable, 
occurrences, against which I and others have had to take a firm stand and issue 
a strong protest. 

Since it now appears happily inevitable that psychiatry and the pharmaceutical 
industry will be closely associated, the problem is how best clearly to define the 
rights and prerogatives of each. To this end we (and I serve merely as the 
spokesman for most of my colleagues who are doing clinical drug investigations) 
believe that a conference of a group of such investigators with the top administra- 
tors of the pharmaceutical industry would serve the valuable purpose of estab- 
lishing certain “ground rules’ which would make for a happy and compatible 
relationship in the future. After such a meeting I believe it would be desirable 
for the American Psychiatrie Association to establish an ad hoc committee to 
deal with infringements against the to-be-established ground rules so that the 
force and dignity of the entire profession might be brought to bear against those 
who attempt to violate these ethics. 

There should certainly be no attempt to regiment by whom and in what way 
clinical investigations should be done, but since the number of investigators in this 
field is relatively limited compared with those in many other fields of medicine, 
it is believed that agreement could be reached on such subjects as the use of 
scientific publications for sales and promotion, the leaking of information to the 
press prior to presentation at a professional meeting or in a professional journal, 
and other obvious areas of this type which call for discussion. 

My personal familiarity with the men who serve in the pharmaceutical industry 
in both professional and administrative capacities is reasonably extensive, and, 
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with few exceptions, I know them to be men of good will, whose interest extends 
beyond the purely financial to a strong desire to be of service not only to the 
medical profession but to mankind in general. Unless we bring to the attention 
of this ethical and well-intentioned group the rare exceptions, it will be im- 
possible for the necessary moral suasion to be exerted, and they, too, may find 
themselves debased by attempting to meet competition. 

The negative criticisms which I have had to offer are few compared with the 
multiple benefits, but I believe action must be taken promptly and effectively 
in order to maintain that which is begun so promisingly. 


Exnursit No. 5 
(Reprinted from JAMA March 1, 1958, pp. 1040-1041] 


REPORT OF THE COUNCIL ON Drugs 










{The council has authorized publication of the following report. Nonproprietary termi- 
nology is used for all drugs that are mentioned ; when such terminology is not considered 
to be generally well known, its initial appearance is supplemented by parentatte insertion 
of ee to be applied to commercial preparations.—H. D. Kautz, M. D., 
Secretary. 


PSYCHOTHERAPEUTIO DruaGs 














































The introduction of a multiplicity of psychotherapeutic drugs and of new 
terms, such as tranquilizer, ataraxic, normalizer, calmative, neurosedative, psy- 
chic energizer, pacific, anticonfusion, and antihallucinatory, creates a difficult sit- 
uation for the average physician. He is confronted with the problem of evaluat- 
ing claims of usefulness for a wide variety of chemical substances with diverse 
pharmacological effeets, which are proposed for the treatment of neurotic and 
psychic disorders. 

The terms “tranquilization” or “ataraxia” in referring to the human mental 
state have been variously defined, but for simplicity they can be considered to be 
more or less synonymous with peace of mind. As such, they are obviously 
psychological rather than pharmacological terms, since the state can be produced 
by a multitude of drugs which either depress or stimulate the central nervous 
system and by others which exert only a peripheral effect on organ structures. 
Thus, a tranquil state can be accomplished by nonspecific sedation (alcohol, bar- 
biturates), by analgesics (acetylsalicylic acid, morphine), by skeletal muscle 
relaxants (mephenesin, meprobamate), by autonomic suppressants (chlorproma- 
zine, reserpine), and by many others. Peace of mind can also be created in de- 
pressed individuals by the judicious use of substances that are pharmacological 
stimulants, such as amphetamine. In the broadest sense, therefore, the re- 
versal of any clinical disorder, even by drugs with only peripheral effects (epine- 
phrine in asthma and digitalis in cardiac decompensation), can result in peace of 
mind by relieving anxiety. This concept is the fundamental basis of psychoso- 
matic medicine. 

From a practical point of view the time has long since passed when it would 
be useful, or even possible, to attempt to establish the designation tranquilizer 
or even specific tranquilizer as a pharmacological term that could be considered 
synonymous with what might be termed “autonomic suppression.” Likewise, it 
is no longer feasible to limit the application of such a term to particular sub- 
stances, such as chlorpromazine and reserpine, whose introduction into psy- 
chotherapeutic practice, because of unique pharmacological properties, created 
the present dilemma. Indeed, it appears probable that the gradually increasing 
number of new drugs, as well as new terms, will add to rather than detract 
from the confusion in this important field. 

It seems wise to bear in mind that regardless of terminology, the ideal ob- 
jective of psychotherapy with drugs is to induce an improved mental state, 
irrespective of what subjective symptom or objective sign is being treated. This 
should be done with agents that produce no undesirable subjective responses, 
are lacking in toxic side actions, and exert no summative effects with other 
drugs unless the latter are beneficial. 

In accordance with the foregoing considerations, the council has voted to 
abandon the section on ataraxics in New and Nonofficial Drugs and to describe 
agents proposed for use for their particular effects on the central nervous system, 
in accordance with their fundamental pharmacological classification, insofar as 
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[Reprinted from New England Journal of Medicine, December 5, 1957, pp. 1117-1120] 


EDITORIAL RESPONSIBILITY FOR MEDICAL ADVERTISEMENTS * 
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this is known. On the basis of present knowledge, the drugs in this general 
eategory can be classified under the following headings: 
I. Antihistamines 
A. Psychotherapeutic antihistamines 


Hydroxyzine (Atarax) hydrochloride 


II. Central Nervous System Depressants 
A. Nonselective Depressants 


Analgesics 
General anesthetics 
Hypnotics and sedatives 


B. Selective Depressants 


Anticonvulsants 
Antihistamines (as above) 
Antitussives 
Central muscle relaxants (skeletal muscle relaxants), non- 
sedative 
(a) Mephenesin (Avosyl, Dioloxol, Kinavosyl, Lissephen, 
Mephenesin, Mepherol, Mephson, Myoten, Myoxane, 
Oranixon, Prolax, Saserol, Sinan, Spasmolyn, 
Tolansin, Tolosate, Toloxyn, Tolserol, Tolulox, 
Tolyspaz) 
(b) Mephenesin carbamate (Tolseram) 


. Central muscle relaxants (skeletal muscle relaxants), sed- 


ative 
(a) Meprobamate (Equanil, Miltown) 
(b) Phenaglycodol ( Ultran) 
(c) Promoxolane (Dimethylane) 


. Central parasympathetic suppressants 


(a) Benactyzine (Suavitil) hydrochloride 


. Central sympathetic suppressants, phenothiazine derivatives 


(a) Chlorpromazine (Thorazine) hydrochloride 
(b) Mepazine (Pacatal) hydrochloride 

(c) Perphenazine (Trilafon) hydrochloride 

(d) Prochlorperazine (Compazine) maleate 

(e) Promazine (Sparine) hydrochloride 

(f) Triflupromazine (Vesprin) hydrochloride 


. Central sympathetic suppressants, rauwolfia derivatives 


(a) Alseroxylon (Rauwiloid) 

(b) Deserpidine (Harmonyl) 

(c) Rauwolfia (Raudixin, Rauserpa) 

(d) Rescinnamine (Moderil) 

(e) Reserpine (Rauloydin, Raurine, Reserpine, Reser- 
poid, Roxinoid, Sandril, Serpasil, Serpiloid) 


III. Central Nervous System Stimulants 


(a) Methylphenidate (Ritalin) hydrochloride 
(b) Pipradrol (Meratran) hydrochloride 


IV. Miscellaneous Agents 


(a) Azacyclonol (Frenquel) hydrochloride 


ExHIsIT 6 


By Joseph Garland, M. D.? 


BOSTON 


Despite the distances that separate us and the varying points of view that 
we may occasionally entertain, it is obvious that a number of problems are 
common to all. Not the least of these is our editorial responsibility for the 
character and quality of the advertisements that our journals accept and that 


1 Presented at the 83d Congress of the Union Internationale de la Presse Médicale, Lon- 
don, September 14, 1957. 


2Editor, New England Journal of Medicine. 
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are so vital to their prosperity. This problem has given rise to a growing 
eoncern because of the tremendous expansion of the pharmaceutical industry 
in recent years and its resulting pressures, and because of an increasingly un- 
comfortable awareness of our own ethical obligations in the matter. 

This impressive growth is the logical outcome of a succession of pharmacologic 
events. Within 35 years—scarcely more than a generation-—the pharmacopoeia 
has undergone some of its most revolutionary changes, substituting for many 
time-honored remedies of questionable value such specific additions as insulin; 
liver and its extracts; the sulfonamides; the antibiotics; various hormones; 
the antiemetics; certain hypertensive and hypotensive agents, and a galaxy of 
drugs that lower or elevate the mood—those panaceas that pacify the universal 
feeling of outraged frustration or incite its victims to continued rebellion. 
And new agents are continually streaming over the pharmaceutical horizon, 
including certain exciting solvents that remove cholesterol from the blood straam 
as carbon tetrachloride removes a grease spot. 

Almost equally impressive are the combinations of vitamins in all their 
multiplicity, lined up like task forces, each component ready to carry out its 
specific assignment, supplying in capsular concentration and at considerable cost 
that which nature has otherwise so lavishly provided. And we are told that 
there is much more to come, when the pharmacologists really get down to 
business. 

Practically the entire pharmaceutical industry, in the course of this phenomenal 
growth, has become hugely prosperous, or so it seems to us, and the influence 
that has accompanied this prosperity concerns the progress of medicine in a num- 
ber of ways. On the positive side it has been directed into a variety of useful 
channels, especially along the lines of postgraduate education, scientific research, 
and financial aid to many worthy projects, including the establishment and sup- 
port of independently operated scientific and philanthropic foundations. On the 
other hand, there are indications that this growing influence, if exerted indis- 
criminately, may have an increasingly undesirable effect on medical progress 
and practice. This will certainly happen unless some restraint more adequate 
than now exists is placed on it by those who direct its policies, working with a 
more intelligent understanding of the needs of the medical profession and, indeed, 
of humanity at large. 

This untoward effect is seen in the recommendation, through the various adver- 
tising mediums, of pharmaceutical products in cases where they are not specifi- 
cally indicated; in the encouragement of unnecessary or even undesirable 
combinations of agents, and in their exploitation beyond the limits of their use- 
fulness. It is seen in the proffering to and the acceptance by the profession of 
gratuitous patronage outside the scope of reasonably friendly professional rela- 
tions. The physician is in danger of surrendering some of his responsibility for 
the enlightened care of his patients—as well as some of his prestige—in favor of 
becoming to too great an extent a purveyor of proprietary remedies about which 
he may sometimes lack sufficient knowledge for their consistently intelligent 
employment. 

A release in February 1957, from Paul de Haen, of New York, a consultant 
to the pharmaceutical and allied industries, indicates that the competition inside 
the drug business is indeed keen.* According to this analysis of the American 
market 126 drug firms—the trade journal Printer’s Ink* places the total number 
of manufacturers at 250—introduced 401 new products in 1956, compared with 
about the same number launched by only 80 firms in 1948. It is encouraging 
for those who have maintained a belief in the desirability of single therapeutic 
agents—who prefer scientifically directed and reasonably accurate therapy to 
peppering a disease with birdshot—that more single chemical entities were put on 
the market in 1956 than in either of the previous 2 years. There were neverthe- 
less, only 42 of these solitary agents introduced, compared with 280 compounded 
products. The difference between these figures and the total 401 was made up 
by 79 duplicates of products put out by other firms. 

These fresh offerings consisted of various tranquilizers, hormones, diuretics, 
laxatives, antibiotics, blood-pressure reducers, muscle relaxants, combinations of 
vitamins, blood builders, urinary antiseptics, antihistamines, and bioflavonoids. 
Such competition is responsible for both the advertising offensive and the offen- 
sive advertising; and yet it could be turned to account in the reformation of the 


* Editorial. Pills and potions, New England Journal of Medicine, 256: 859, 1957. 
*Day, C. Ethical-ad trends for 1957. Printer’s Inc. 259: 21-23 and 77, 1957. 
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business if the doctor insisted that his good will was dependent on ethical mar- 
keting practices and the ultimate welfare of the patient as the only objective. 

There is, happily, a growing concern, which is affecting even our nonmedical 
press, over the character of some of the drugs being promoted and the manner 
of their promotion. This concern is largely a result of the methods by which 
modern publicity is attained—especially as it affects the sale of such double 
edged tools as today’s pharmaceutical products. It is a publicity that includes 
the glowing encomiums, the bold suggestions regarding the value of the wares 
that are offered, and in general the insistent persuasiveness from which modern 
advertising techniques seem to have become inseparable. One need not ask what 
meat our Caesar eats. 

As the pharmaceutical industry has become bigger business it has inevitably 
been drawn into an acceptance—perhaps not always willingly—of these promo- 
tional methods of big business, often in violation of that unique phenomenon 
known as good taste. Such methods carry with them a risk that the legitimate 
and erstwhile mutually respected partnership between pharmacy and medicine 
may turn into one in which medicine becomes a junior partner only to the big 
business of pharmaceutical manufacturing, with its large-scale exploitation of 
potent and consequently dangerous drugs. For agents that have a dynamic 
effect on physiologic functions may alter those functions adversely as well as 
favorably, and their availability carries with it an added responsibility for their 
use. 

We are all familiar with the three chief methods of publicizing pharmaceutical 
products: the visit from the personal representative, or detail man; advertising to 
the physician by direct mail; and that which concerns us most at this moment— 
advertising in our medical journals, of which there are now some 6,000 in 
circulation. The relative use of these methods was brought out in a survey of 
23 commercial organizations made by Modern Medicine last winter, which dem- 
onstrated that 54 percent of their promotional budgets was spent on the detail 
men, 13 percent on direct mail, and 12 percent on the journals. The remainder 
was allocated to drug-trade publications, house organs, samples, literature, con- 
ventions, television programs, cocktail parties, and so forth. 

So far as the value of these three main methods is concerned, that of detail- 
ing seems to be generally acknowledged, whereas direct mail, to the number of 
3,000 or 4,000 pieces per year per doctor, is said to have passed its peak—happily 
for both postman and physician. Journal advertising, despite its relatively low 
place in the budget, is the most substantial of the three methods, for it is the one 
that achieves a permanent place in the record of medical progress, and it is the 
only one directly sanctioned by the profession—the one for which we have an 
obvious responsibility. In regard to the discharging of this responsibility, the 
Modern Medicine symposium just referred to indicates that advertising in medical 
journals can be improved in various ways. Thus, the doctor desires and should 
be given more specific information regarding the products advertised, and their 
proper use; he desires and should be given authoritative references when clinical 
claims are made, and he desires and should be given a presentation without su- 
perfluous and distracting verbiage, although he, too, like his less dedicated fel- 
lows, reacts favorably to an attractive advertising layout. And there is no gain- 
saying the effectiveness of stimulating displays, and their propriety, so long 
as the text contains the truth, the whole truth, and very little else. 

For the physician cannot surrender to the manufacturing chemists or their ad- 
vertising agents any part of his responsibility in the treatment of his patient 
nor should they want him to. It is to their interest as well as to his to put at 
his service accurate information about the total effects, both beneficial and 
harmful, of any advertised drug or combinations of drugs, with their dosages, 
and he should be supplied with reliable and authoritative references to the 
studies that have been responsible for their acceptance. The importance of 
this final factor cannot be overemphasized, for it is likely to be the only reliable 
scientific evidence of the value of a new product. 

To see that he is thus served should be at least in part the business of the 
editor, who is directly concerned with the character of the advertisements 
that his journal carries, as well as with the indoctrination of his readers by 
means of its scientific and editorial text. 

Different editors, obviously, have varying degrees of responsibility in respect 
to the actual selection of the advertising material accepted and the manner 
of its presentation, depending on their relations with the publishers. This re 
sponsibility may range from a total insulation from the business policies of 
the periodical, to the total administration of all its affairs—scientific, literary, 
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and financial. In the first instance, whether the journal is owned and operated 
by a publisher for profit or by a society or association as a means of communi- 
cation with its members and others, the editor is charged only with the over- 
sight ef its scientific and editorial content. It is hard to conceive, however, 
of an editor indifferent to the character of the advertisements carried by the 
journal for which he is otherwise responsible, and it may be hoped that any 
editor’s readers would expect him to exert, by one means or another, at least 
some influence on the type of advertising matter that would be permitted to 
appear. 

ie the second instance one may envision the other extreme of responsibility, 
in which the editor is put in full charge of the publication, often society-owned, 
and is accountable to whoever employs him for the quality of the original 
articles, the pitch of the editorial tone, the character of the material accepted 
for advertising, the stability of the financial arrangements and the punctua- 
tion of the text, if any. To him goes the blame for the mistakes that he did 
not anticipate and prevent, as well as the credit for the successes that he did 
not personally achieve. 

The selection of advertising material—the drawing of the line that separates 
the acceptable from the unaceceptable—may reasonable vary with the type of 
the journal and its readers and the philosophy that may be observed in this 
respect. What, after all, are an editor’s obligations to his readers, to the public 
and to the advertisers themselves, one of whose duties is to make a reasonable 
profit, whatever that may be? To what extent shall the physician who reads 
the advertisements be protected against his own enthusiasm if he chooses to 
take too literally all the suggestions that reach him in such glowing terms, 
and to prescribe indiscriminately drugs the action of which he does not under- 
stand, and the ill effects of which may have been insufficiently emphasized? 
To what extent shall the public be protected against the manufacturer who 
has invested several million dollars in the production and marketing of a tran- 
quilizer, and against the physician who is too easily persuaded to help him in 
this benevolent project? 

To what extent must the editor be concerned over the fact that the financial 
solvency of his journal depends on the goodwill of the advertiser, and to what 
degree is he protected by the valuation that the manufacturer places on the 
goodwill of his particular journal? These are questions difficult to answer, and 
few editors, | presume, would be bold enough to set themselves up as sole arbiters 
of the acceptability of advertising material. If the final responsibility is theirs 
they must protect themselves by stated principles and policies and expert advice. 

The New England Journal of Medicine, the forebears of which had succeeded 
in surviving a long and independent career under the private but nonprofit 
ownership of successive small groups of local physicians, had to reappraise its 
methods of operation when it became the property of the Massachusetts Medical 
Society in 1921. The society maintains a general oversight of the journal through 
its representative council, but delegates the actual publication to a committee, 
which in turn appoints an editor from the membership of the society and assigns 
to him the responsibility for all the details of the operation. The chain of 
responsibility is thus reasonably clearly defined, the working staff being account- 
able to the editor, the editor to the committee and the committee to the council. 

The matter of the procurement of advertising is an old problem, solved to a 
eonsiderable degree, after the journal’s purchase by the society, through the 
services of what was then the cooperative advertising bureau of the American 
Medical Association. This bureau, established to solicit advertisements for 
the journals of the various State societies, has regularly obtained the greater 
part of the national advertising contracts for the 35 or so periodicals that have 
subscribed to its offices. 

The New England Journal of Medicine, having achieved by 1954 a widely 
distributed circulation in considerable excess of the membership of the State 
society, regretfully relinquished its association with the bureau in order to 
frame on a broader scale its own policies in respect to advertisements, and to 
follow its own procedures in this regard. It has adhered in general to the prin- 
ciples established by the council on pharmacy and chemistry of the American 
Medical Association but with somewhat more liberal interpretations. 

The most important of these principles are that advertisements shall not be 
accepted “which, either by intent or inference, would result in deceiving, de- 
frauding, or misleading the reader; that sweeping superlatives, extravagant 
statements and unfair comparisons are to be avoided, and that claims for superi- 
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ority must be supported by sound evidence; that disparagement of competitor's 
goods is not permissible and that quotations from published papers must not 
distort the true meaning of the author.” 

Our own interpretation of these principles, published in each issue, is that 
copy for advertisements is accepted on the basis of the apparent quality and 
usefulness of the product and the manner of its presentation; that proprietary 
names of pharmaceutical products must be accompanied by their chemical, 
generic or official names; that the quantity of all active substances and the 
recommended dosage must be stated; and that copy must be factual, conserv- 
ative, and in good taste. 

Although the rule regarding the inclusion of dosages is not strictly enforced, 
we strongly recommend that dosages be published, and it is certainly to the 
interest of the manufacturer to provide all the information possible regarding 
his products, if they are worth such frankness, in view of an annual increment 
of 400 new items. 

The effecting of these requirements is in the hands of a committee of three 
members of the editorial board. As presently constituted the committee con- 
sists of an officer of the medical society, a clinical teacher and investigator, and 
a clinician with a special interest in pharmacology. All advertisements of new 
products as well as new copy regarding old products is submitted individually to 
the members of this committee, who grade it A, B, C, or D, in reference to both 
the product and the copy. 

In product rating, A represents excellence both in principle and in practical 
therapeutic usefulness. It applies usually to a single drug. B rating represents 
a product that is acceptable but is not of the most desirable quality either in 
principle or in therapeutic usefulness; it may contain up to 3 agents. C rating 
applies to products of questionable therapeutic value, or ones that may simply 
contain an unnecessary multiplicity of agents. D applies to products that are 
harmful or possibly harmful out of all proportion to their therapeutic value. 

In copy rating, A represents excellent taste, only conservative claims being 
made; B applies to copy that is in good taste, making reasonable claims; C rep- 
resents poor taste, with exaggerated claims, and D applies to copy that is in 
bad taste, making unfounded claims. Thus, a product itself must be at least 
of a high C rating in order to be considered favorably, in which case the modesty 
of its presentation may influence the committee in its favor; objectionable claims 
for a good product cause it to be rejected, unless the producer is willing to im- 
prove them. Obviously, no such small group as this committee can familiarize 
itself with the true value of each of a host of new products. But it can exer- 
cise good sense in regard to the propriety of statements made and in judging the 
reliability of the investigations on which they are based. Nor is it the purpose 
of its members to impede progress by an excess of zeal in the exercise of the veto. 

In addition to the sincere and conscientious efforts of its advertising commit- 
tee, the Journal attempts through its editorial text to promulgate and uphold 
ethical pharmaceutical standards, which, if universally adopted, would make the 
taking of medicine a somewhat more conservative and effective exercise than at 
present. To demonstrate still further its good faith in the matter of drug therapy 
it publishes each month, under the direction of the advertising committee, a short 
article pertaining to the correct use of some drug or group of drugs, outlining its 
advantages and disadvantages. Perhaps if eternity can be extended long enough 
it may be possible thus to include the entire pharmacopoeia, although there is 
some question about this, in view of the annual increment of 400 new products. 

In summary, If I may speak for others as well as myself, we as physicians 
recognize and appreciate our ancient partnership and our friendly relations with 
our dynamic friends, the manufacturing apothecaries. We admire their scien- 
tific foundations and their genuine philanthropies and appreciate their cocktail 
parties, where our cups runneth over, but we stand a little in awe of the sinews 
that they have acquired. 

As editors we delight in the revenue from their adventures in competitive ad- 
vertising, even as we seek to put restraints on its ultrapersuasiveness and keep 
it within the bounds that medical propriety and a sense of service to humanity 
have set. Our own first duty is to the public, plainly enough, and so is theirs, for 
whereas much of modern advertising in general is designed to create a desire 
where there is no need, that of the drug business should still be patterned on the 
principle of responsibility to humankind. 

A year ago this principle was spelled out at a reception in the Vatican of dele- 
gates so an international conference on drugs and pharmaceutical products in 
which they were reminded that their work “has meaning and value only inasmuch 
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as it represents a true social service necessary for the subsistence * * * or the 
betterment of the living standard of a great number of people.” 

And with such a statement, we, as custodians of the presse médicale, must 
heartily agree. 


ExuHIsit 7 








PoINTs OF PROCEDURE FOR GUIDANCE IN EtTHIcAL DruG Promorion * 


The medical section of the American Drug Manufacturers Association is 
firmly of the opinion that— 

We individually and collectively should do everything possible to maintain 
the highest standards in our activities relating to the development and promotion 
of pharmaceutical, chemical, biological, and other medicinal products. 

Since the medical profession is directly charged with the responsibility of 
providing the highest possible type of medical care to the American public; and 

Because the medical profession is best enabled to discharge its obligations to 
the public if prompt, complete, conservative, and accurate information concern- 
ing therapeutic agents is available to.it; and 

Because the public has a right to prompt, general, conservative, and accurate 
information concerning such agents after proof of their value in clinical practice 
has been established. 

We believe that : 

1. Any statement in promotional literature should be supportable by acceptable 
scientific evidence. 

2. Quotations rfom the medical literature or from the personal communica- 
tions of investigators or the paraphrasing of such quotations should not change 
nor distort the true meaning of the author. 

3. If it is necessary to include comparisons of drugs in promotional literature, 
such comparisons should be constructive and made on a sound professional 
basis. 

4. The release to the lay public of information relative to the clinical use of 
a new drug er to a new use for an established drug prior to adequate clinical 
acceptance and public presentation to the medical profession of such a drug or 
use is considered not to be in the best interests of the American public or of the 
medical profession. 

5. The use of trade names of prescription drugs in lay advertising is considered 
not to be in the best interests of the American public. 

6. The appearance of physicians or of actors purporting to be physicians in 
television or radio advertising or in promtional literature intended for lay atten- 
tion is considered not to be in the best interests of the American public. 

7. The use of statements by a physician or of statements which purport to 
have been made by a physician in advertising intended for lay attention is con- 
sidered not to be in the best interests of the American public. 

8. Since the development of a new drug is recognized to be the result of the 
efforts of a scientific team rather than of any one individual, the use of individ- 
ual names in releases for lay attention should occur rarely. 

9. A trademark is private property and can be used legally in promotional 
literature only with the consent of the owner of the mark. 

10. The medical department or the medical consultants of a pharmaceutical 
firm should review all medical claims and assertions contained in promotional 
literature prior to their release. 


ExHIsit 8A 


RESEARCH PERFORMED BY THE COUNCIL ON DRUGS, AMERICAN MEDICAL ASSOCIATION, 
As A SERVICE TO THE MEDICAL PROFESSION 


In promoting the science and art of medicine and the betterment of public 
health, modern medicine moves ahead at a fantastic pace toward better scien- 
tific medicine, improved patient care and better health for everyone. How can 
today’s busy physician keep abreast of this medical progress? How can he keep 
in touch with what’s new in scientific medicine as well as in the whole medical 


? Adopted February 5, 1955, by medical section, American Drug Manufacturers 
Association. 
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and health realm? This is a staggering task—one that would be impossible 
for a physician to do alone. 

The physician need not stand alone. He has help in this task, help provided 
by his colleagues who pool their efforts to provide the informational resources 
and services he needs. Standing ready to help the individual doctor are his 
county medical society, his State medical society and the national confederacy 
of these organizations that is the American Medical Association. In all of 
these organizations the individual physician is the keyman. 

In what conditions should I prescribe a new drug? Is it relatively safe to 
use? Are there dangerous side effects? Are there significant differences between 
two similar drugs? Are there special precautions I should observe in giving a 
certain new method of treatment? What are the advantages of one type of 
therapy over another? Where can I find the most accurate, up-to-date reports 
on medical research? What new findings in the field of nutrition affect treat- 
ment of my diabetic patients, my heart patients? 

In medicine one discovery pyramids onto another in a monument to medical 
progress. Keeping “on top” of this expanding knowledge is a staggering job 
for a physician. He can’t possibly absorb and evaluate all the information on 
new products, new findings, and new methods which pours into his oflice daily. 
Yet he must have the answers to his questions. 

American Medical Association makes its greatest contribution to better medi- 
cine by providing information which helps physicians answer these questions— 
by gathering data, correlating it, evaluating and summarizing it—and by chan- 
neling it speedily to members. 

A number of scientific councils and committees, each composed of leading 
physicians and experts serving without remuneration, carry on this work with 
the aid of full-time headquarters personnel. Actually, each council is an in- 
formation center on its special subject—with its services at the disposal of 
members, allied groups and the public. Major objective: encouragement of ra- 
tional therapeutics in medical practice. 

“Not for ourselves, but for medicine.” This motto of the council on drugs 
characterizes its efforts over more than 50 years on behalf of better medicine, 
For years American Medical Association was the only major organization work- 
ing to insure drug safety and to stamp out quackery and misleading advertising. 
American Medical Association efforts paved the way for passage of food, drug, 
and cosmetic laws and for establishment of the Federal Food and Drug Ad- 
ministration, which now oversees drug manufacture. 

Now the American Medical Association, through its council on drugs, provides 
physicians with early unbiased information on all types of new drugs. In co- 
operation with manufacturers, the council evaluates available scientific evidence 
on a new drug, then publishes its conclusions regarding reliability, proven thera- 
peutic worth and limitations in the journal American Medical Association and 
later on in new and nonofficial drugs. 

Supplementing its drug evaluation program, the council prepares special reports 
on the current status of therapy in disease, especially where selection of a variety 
of drugs is involved, such as in nausea and vomiting of pregnancy and epileptic 
seizures. 

American Medical Association’s chemical laboratory, in cooperation with drug 
manufacturers and the Federal Food and Drug Administration, develops methods 
for testing new drugs for purity, potency, quality, and tolerances. This program 
gives physicians, pharmacists, and manufacturers unbiased information on pro- 
cedures for testing new drugs. 

The laboratory and the council on drugs work closely in the annual publication 
of new and nonofficial drugs and tests and assays for new and nonoflicial drugs. 
These volumes provide a reliable source of information on new drugs between 
editions of the United States Pharmacopoeia and the National Formulary, ap- 
pearing at 5-year intervals. 

In its expanded program the small but well-equipped laboratory seeks an- 
swers to special problems of practical interest to physicians: what are methods 
for assaying drugs dissolved in oils? What are reliable assay procedures for 
fructose or for hexachlorophene in soap and cosmetics? How can you determine 
the presence of sucaryl in combination with saccharin? Do sustained release 
medications perform as claimed? 
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Leo H. BArTEMETIER, M. D., BALTIMORE, Mp. 


1. Past member of the National Advisory Mental Health Council. This is a 
Council set up by law to advise the Surgeon General of the Public Health Service 
and the National Institute of Mental Health on matters affecting the Public 
Health Service in mental health. This Council reviews applications made to the 
National Institute of Health for funds and research and training in mental 
health and makes recommendations to the Surgeon General as to whether or not 
such grants should be approved. 

2. Past president of the American Psychiatrie Association. 

3. Past present of the Psycho-Analytic Association. 

4, Past president of the International Psychiatrie Association. 

5. Member of the board of directors of the World Federation for Mental 
Health. 

6. Former professor of psychiatry, Wayne University, Detroit, Mich. 

7. Presently clinical associate professor of psychiatry, Georgetown University 
Medical School, Washington, D. C. 

8. Member of the National Manpower Council. 


Exursir 8B 


AMERICAN MEDICAL ASSOCIATION, 


Washington, D. C., March 31, 1958. 
Congressman JoHN A. BLATNIK, 


Chairman, Legal and Monetary Affairs Subcommittee, 
Washington Inn, Washington, D.C. 


DEAR CONGRESSMAN BLATNIK: Recently at the hearings in regard to tranquil- 
izers members of my staff felt that the committee had not been sufficiently 
informed as to policies of the American Medical Association in its publications 
designed to protect its members from misleading advertising. To clear up this 
point, I would like to have the following statement from the general manager of 
the American Medical Association, Dr. F. J. L. Blasingame, become a part of the 
record. Attached also are copies of the material to which Dr. Blasingame refers 
in his statement: 

“* * * all advertising proposed for the scientific publications of the American 
Medical Association is subject to review by an advertising committee. The 
committee is guided by the enclosed principles of advertising for American 
Medical Association publications in determining whether or not the product is 
eligible for advertising, and whether or not specific claims are permissible. The 
advice of expert consultants in regard to questionable products or claims is 
frequently obtained before passing on the eligibility of proposed advertising 
copy.” 

Sincerely yours, 
Tuomas H. Atpuin, M. D. 


[Reprinted from the Journal of the American Medical Association, July 30. 1955, vol. 158, 
pp. 1170 and 1171, copyright, 1955, by American Medical Association] 


CoUNCIL ON PHARMACY AND CHEMISTRY 


By authority of the board of trustees of the American Medical 
Association, the council has terminated the seal-acceptance program 
in favor of a@ new program designed to render a better service to 
the medical profession. The following statement adopted by the 
council is issued to explain the purpose, guiding principles, and 
operation of the new program. 

R. T. Stormont, M. D., Secretary. 


NEW PROGRAM OF OPERATION FOR EVALUATION OF DruGs 


The rate at which new drugs are being developed and marketed is increasing 
constantly. Often these new agents are extremely valuable additions to our 
therapeutic armamentarium ; however, many of them are also capable of doing 
more harm than good if prescribed or administered in an indiscriminate fashion 
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without full appreciation of their possible harmful effects or observance of nec- 
essary precautionary measures. A calculated risk is involved in the use of drugs 
that have pharmacological effects of any real significance. Therapeutic agents 
that have a relatively narrow margin of safety or a high index of serious side 
effects should not necessarily be condemned and discarded completely. The 
proper use of such drugs often will save life or provide beneficial effects not ob- 
tainable with any other means of therapy. The physician has the serious re- 
sponsibility of weighing the possible harmful effects of a drug against the ap- 
parent need for it in the individual patient. Obviously, an appreciation of the 
valid indications for use as well as the known properties of any new drug is 
necessary in order to serve the best interests of the patient. 

Many pharmaceutical firms recognize their responsibility to the medical pro- 
fession and endeavor to provide such information in brochures and other literature 
as is necessary for relatively safe and proper usage of their new drugs. Pro- 
motional literature, however, that contains unwarranted indications for use and 
minimizes or neglects the mention of contraindications, possible serious side 
effects, and necessary precautionary measures, dues not encourage the practice of 
rational therapeutics. 

There is an increasing demand from the medical profession in general for con- 
cise and timely reports that contain an authoritative, unbiased evaluation of new 
therapeutic agents. The former acceptance program of the council served a use- 
ful purpose in this regard for many years; however, in this present era of rapid 
new developments in therapeutics, the work involved in processing for accept- 
ance many different brands of a drug became cumbersome and time consuming 
to the extent that physicians could no longer be provided with the type of service 
they desired. Consequently, termination of the seal-acceptance program became 
necessary in order that the council could embark on an expanded program of 
operation that would be of much more interest and value to the profession. 

Under the new program drugs will be evaluated at the earliest possible op- 
portunity in order to serve the best interests of the profession. As a rule the 
greatest interest in a new drug occurs at about the time it is introduced on the 
market for general use. This is also the time when there is the most need for 
an unbiased report containing information that will aid physicians in the ju- 
dicious or proper use of such medication. Evidence relating to a new use or sig- 
nificant change in the status of a drug will also be evaluated and reported on as 
the occasion demands. 

Pharmaceutical firms are encouraged to cooperate with the council by forward- 
ing complete data or reports (published and unpublished) of all laboratory and 
clinical investigations relating to the safety and usefulness of new drugs in order 
that evaluation reports may be made to the profession at the earliest possible 
date. Cooperation with the council in the selection of suitable nonproprietary 
names for new drugs before such agents are ready to be placed on the market is 
also encouraged. 

The former official rules of the council have been superseded entirely by the 
following description of the new program of operation. 


GENERAL PURPOSE 


The function of the council on pharmacy and chemistry is to examine and 
evaluate available evidence relating to the actions, uses, dosage, hazards, and 
other pertinent properties of drugs and to encourage rational therapy by timely, 
informative reports to the medical profession. 

Special committees appointed by the council also deal with particular matters 
such as research projects and the toxicologic aspects of pesticides and household 
chemicals. 


PRINCIPLES GOVERNING THE EVALUATION OF DRUGS FOR INCLUSION IN NEW AND 
NONOFFICIAL REMEDIES 


The council evaluates evidence pertaining to the safety and usefulness of 
medicinal agents offered or intended for use in or on the human body for the 
diagnosis, prevention, or treatment of disease. Reports of these evaluations 
are published for the information of the medical profession. 

The council considers for evaluation drugs with a single active ingredient or 
extracts from a single source. Combinations or mixtures containing two or 
more active ingredients may receive consideration only if it is deemed desirable 
to present the council’s views regarding any such preparation for the informa- 
tion of the medical profession. 
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In evaluating drugs the council considers scientific clinical and laboratory 
evidence (published or unpublished) submitted by manufacturers and such 
other reports as may be available. The council also endeavors to obtain the 
opinions and advice of other experts who serve in a consultant capacity. The 
council does not undertake to conduct clinical and laboratory tests or experi- 
ments in evaluating drugs. 

The council may from time to time reevaluate a drug or evaluate evidence 
relating to a new use or route of administration for a drug. 

The views of the council with respect to the actions, uses, dosage, contraindica- 
tions, hazards, limitations, and other pertinent characteristics of each evaluated 
drug are submitted in the form of a monograph to the editor of the Journal of 
the American Medical Association for publication in the council column. These 
monographs are subsequently included in the council’s annual publication, New 
and Nonofficial Remedies. 

If the council’s reevaluation of a drug reveals a significant change in its 
status, such information is submitted to the editor of the Journal for publica- 
tion and subsequently incorporated in New and Nonofficial Remedies. 

The council encourages the early adoption and use of a nonproprietary name 
for general use in prescribing, naming, and identifying each drug. The council 
believes that such names tend to diminish confusion and are in the interest of the 
patient and physician. Each drug evaluated is described by a nonproprietary 
name. 

When the council has knowledge that a drug is no longer available commercially 
or when it has been included in the United States Pharmacopeia, National 
Formulary, or New and Nonofficial Remedies for 20 years, the monograph may be 
deleted from New and Nonofficial Remedies. 

The council does not accept, endorse, recommend, or guarantee any individual 
brand or preparation of a drug described in New and Nonofficial Remedies. The 
council does not undertake to test or analyze samples or to review or investigate 
manufacturing and control procedures. The council does not purport to ascertain 
whether or not any firm has complied with Federal, State, or municipal laws and 
regulations. 

SPECIFIC PROCEDURE 


1. All pharmacological and clinical evidence or data in the form of published 
and unpublished reports on a new drug that are made available to the council 
office will be referred to a number of recognized experts who will be asked to serve 
in a consultant capacity. 

2. The views of the consultants regarding the adequacy of the evidence for the 
claimed uses of the new drug, as well as comments regarding such information 
as the limitations, contraindications, hazards, and dosage will then be transmitted 
to a member of the council who will serve as a referee. 

3. The referee will consider all the available evidence, as well as the views and 
comments of the consultants, and will make an evaluation recommendation. 

4. A member of the council staff will prepare a proposed report or monograph 
on the new drug based upon the referee’s evaluation and recommendation. 

5. The proposed monograph, the referee’s recommendation, the views and com- 
ments of the various consultants, and reprints or photostats of all the available 
evidence will be transmitted to all the members of the council for consideration. 

6. The proposed monograph will be revised in accordance with the comments 
and criticisms of the members until it is satisfactory to the council as a whole 
and adopted for publication in the Journal. 

7. A copy of the proposed monograph will then be sent to the pharmaceutical 
firm or firms that supplied the evidence and data on which the council’s evaluation 
was based in order that they will have an opportunity for comment or criticism. 

8. If there is no criticism of the proposed monograph, it will be sent to the 
editor of the Journal for publication in the council column. Any criticisms offered 
by the firm will receive due consideration before the proposed monograph is sent 
to the editor for publication. When the monograph is published, credit will be 
given the firm or firms supplying the evidence or data on which the council’s 
evaluation of the drug is based. 

9. Provision will be made for frequent publication of supplementary council 
statements or reports on each new drug as evidence accumulates to justify recog- 
nition of additional valid claims for use, dosage changes, hazards, and contraindi- 
eations. The same procedure for evaluation will be followed in these instances as 
with the initial consideration of a new drug. 

10. Necessary changes or revisions based upon these supplementary statements 
or reports will be made in New and Nonofficial Remedies at the end of each year. 
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[Reprinted from the Journal of the American Medical Association, July 30, 1955, vol. 158, 
p. 1175. Copyright, 1955, by American Medical Association] 


PRINCIPLES OF ADVERTISING FOR AMERICAN MEpIcCAL ASSOCIATION PUBLICATIONS 


All advertising contracts and advertising copy are subject to the principles of 
advertising for American Medical Association publications. The association 
reserves the right to accept or reject advertising copy for any reason. 

The following general rules are applicable to all advertising copy : 

1. The advertiser may be required to submit data in support of the usefulness 
of the product and the validity of the proffered claims. 

2. Advertisements should not be deceptive or misleading. 

3. Sweeping superlatives and unfair comparisons will not be allowed. Extrav- 
agantly worded copy is subject to revision or rejection. 

4, Disparagement of a competitor’s goods will not be allowed. Any claims 
for superiority must be supported by evidence acceptable to the association. 

5. Quotations or excerpts from a published paper are acceptable only if they 
do not distort the meaning intended by the author. Furthermore, the mere 
appearance of a paper, or of several papers, may not necessarily supply suf- 
ficient evidence to suport the proffered product or claim, and the association 
in such instances may request more complete data. When excerpts are taken 
from a published paper for use in an advertisement the association may require 
the advertiser or his agent to obtain written permission for such use from the 
author and, if necessary, from the editor or publisher of the publication in which 
it appears. 

6. If testimonials or quotations appear in advertising, the validity of the 
claims, the expert knowledge of the person offering the testimonial, and the 
probable effect of the advertisement on the reader will be considered. The 
association may request evidence of the authenticity of the testimonial. 

7. The association will not accept advertisements which in the judgement of 
the association: (@) appear to violate the principles of medical ethics; (b) 
are indecent or offensive in either text or illustration; (c) contain attacks 
of a personal, racial, or religious character or appear to be contrary to the 
regulations and laws for the prevention of discrimination; (d) contain claims 
found by any court or Federal or State agency to be invalid or in violation of 
law. 

8. Advertisements proposed for Today’s Health can make reference to certain 
minor symptoms but not to any disease. In other words, such advertisements 
cannot suggest treatment for disease—only temporary relief from a symptom. 

9. The advertiser and the agency agree to protect and indemnify the associa- 
tion against any and all liability, loss, or expense arising from claims for libel, 
unfair competition, unfair trade practice, infringement of trademarks, trade 
names, or patents, violations of rights of privacy and infringement of copyrights, 
proprietary rights, and any other claims resulting from the publication of ad- 
vertisements by the association. 

10. The association reserves the right to change without notice the foregoing 
principles. 

Questions concerning advertising copy should be directed to the advertising 
department of the American Medical Association, 535 North Dearborn, Chi- 
cago 10. 


EXHIBIT 9 
[Reprinted from Bulletin of Academy of Medicine, April 1957, pp. 282-289] 


ReEporT ON TRANQUILIZING Drugs BY THE COMMITTEE ON PusLIc HEALTH ** oF 
Tue New YorK ACADEMY OF MEDICINE 


The committee on public health was requested by the commissioner of health 
of New York City to ascertain whether the present widespread use of tranquil- 
izing drugs constitutes a menace to public health. Subsidiary to that was 
the question whether the literature about the drugs sent by pharmaceutical 
houses to physicians contributed to improper use. 


21 Approved by the committee on public health of the New York Academy of Medicine, 
December 3, 1956. 

2Report prepared by subcommittee on tranquilizing drugs, comprised of: J. Murray 
Steele, M. D., chairman; Linn J. Boyd, M. D.; McKeen Cattell, M. D.; Hubert S. Howe, 
M. D. (deceased, February 4, 1957) ; Stephen P. Jewett, M. D.; M. Ralph Kaufman, M. D.; 
Asa L. Lincoln, M. D.,; H. D. Kruse, M. D., secretary. 
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It is germane to inquire exactly which drugs are to be considered as tran- 
quilizing drugs. However, it is not easy to arrive at a satisfactory definition. 
One definition which has been offered is that a tranquilizing drug is any drug 
given for the purpose of making a person feel better when he is tense. But 
the major difficulty in a clinical definition is the fine line between tranquilization 
and sedation. The tranquilizing drugs as a group are known commonly by 
other names. Professionally they are called ataractics. The lay press often 
refers to them as happiness pills. 

The tranquilizing drugs may be conveniently divided into two groups. The 
first contains drugs of the Rauwolfia alkaloid type. The second group com- 
prises synthetic compounds. Each member of the latter group may bear as 
many as three different names: Its full chemical name, a short and more con- 
venient name, and finally, its proprietary name. For example, the full chemical 
name of one is 2-methyl-2-n-propyl-1, 3-propanediol dicarbamate. Its abbrevi- 
ated name is meprobamate. It is marketed under at least two different pro- 
prietary names, Miltown and Equanil. 

It should be emphasized that the tranquilizers are exceedingly useful drugs. 
Wide usage of them attests to their value. Originally they were utilized mainly 
in mental institutions in order to bring patients under control and make them 
more accessible to other therapy. It is asserted that they have greatly mitigated 
the problems of custodial care, reduced admissions, and have brought about 
earlier discharge of the patients. 

Very soon, however, the drugs were prescribed in private practice for the 
many who were seeking relief from anxiety and tension. Their usage in this 
area has been on a gigantic scale. The American Psychiatric Association has 
stated that 35 million prescriptions for these drugs will be written in 1956, 
and that of 10 compounds most frequently prescribed by physicians in 1955, 3 
were tranquilizers. At the present time 5 to 10 percent of all prescriptions 
in New York City are for tranquilizing drugs and an increased percentage is 
anticipated. 

In some minds this widespread use of tranquilizers in meeting everyday 
situations raises a question about the rationale underlying it. Anxiety and 
tension seem to abound in our modern culture and the current trend is to 
escape the unpleasantness of its impact. But when has life ever been exempt 
from stress? In the long run is it desirable that a population be ever free 
from tension? Should there be a pill for every mood or occasion? It has been 
noted that when the drug is used satisfactorily in an emergency, there is a 
tendency among some persons to regard more and more of life’s situations as 
emergencies until the pattern results in everyday usage of tranquilizing drugs. 
Their use is said to be becoming more aud more common among persons in 
certain occupations. 

All drugs have a range of safety and recommended dosage. Many of them 
have side effects or produce reactions in a proportion of persons either at the 
recommended dosage or especially beyond that level. Hence, all new drugs are 
subjected to test. By accepted procedure, they are tested in the laboratory 
prior to their clinical use, next they are tested on patients under controlled 
conditions by a few clinicians, then they are released to the medical profession 
on an experimental basis for further clinical testing. 

Like many drugs, the tranquilizers are not without their side effects and 
undesirable consequences. Kramer has reviewed the clinical reports of toxic 
effects produced by two of the tranquilizing drugs: chlorpromazine and 
reserpine. For the present purposes it is sufficient to summarize the untoward 
effects. Chlorpromazine, for example, has led to Parkinsonism—fortunately 
reversible—allergic dermatitis, constipation, diarrhea, jaundice, agranulocytosis, 
and torsion syndrome. As for reserpine, prominent among its side effects are 
the production of Parkinsonism and the occurrence of severe depressive re- 
actions, sometimes when the drug was administered as an antihypertensive 
agent, not for a psychiatric disorder. Its use may also be accompanied by a 
variety of other side effects. 

In pointing to the need for additional precautionary steps in the marketing 
of reserpine, the Food and Drug Administration reviewed the recent evidence 
on the side reactions from the use of this drug. It stated: “Continued use of 
reserpine in doses of 0.32 milligrams daily has been shown to increase gastric 
secretion and gastric acidity in a significant number of cases whereas daily doses 
of 0.25 milligram have not been shown to do so. Doses of 0.5 milligram daily 
for as short a time as 2 weeks produced this effect in most of the individuals 
tested and have resulted in massive gastrointestinal hemorrhage or perforation 









































































































































































































































198 FALSE AND MISLEADING ADVERTISING 





of an ulcer. More important, reserpine in daily doses of 0.5 or 1.0 milligram 
produces severe depression in a significant number of individuals, and has 
precipitated a very considerable number of suicidal attempts, some of them suc- 
cessful. Many of these depressions have been severe enough to necessitate long- 
term hospitalization in psychiatric institutions.” 

Friedman and Marmelzat reported that adverse reactions following the ad- 
ministration of meprobamate included cutaneous, paradoxical cerebral, mus- 
cular and gastrointestinal effects. The cutaneous effects were chiefly purpuric 
with intense itching. Next in frequency was the production of excitement rather 
than the desired tranquilization. Severe diarrhea and temporary paralysis of 
the extraocular muscles producing diplopia also occurred. 

Lemere has reported that withdrawal symptoms are sometimes experienced by 
patients taking meprobamate over a period of time. Originally he had believed 
that no tolerance to the tranquilizing drugs ever developed. But as an addendum 
to his report, he cited the observation of the tolerance phenomenon in nine 
patients. 

Such clinical reports on new drugs are valuable in pointing to levels of proper 
dosage. Furthrmore, they reveal the nature and severity of side effects which 
may be encountered. At the same time they bring out contraindications. They 
may even point to the need for special cautionary statements on the label. 

In a letter to pharmaceutical firms, the Food and Drug Administration has 
stated: “As the drug [reserpine] has been used more extensively it has become 
inncreasingly apparent that reserpine is not the innocuous substance it was first 
thought to be, that there are contraindications, and that the safe level for long- 
term outpatient maintenance is lower than the originally recommended dosage 
schedule. * * * In the treatment of hypertensions, or of anxiety states on an 
outpatient basis, it is the present consensus that the usual recommended main- 
tenance dose should be 0.25 milligram daily. While doses up to 1.0 milligram 
daily may safely be recommended for the initiation of therapy, they usually 
should not be continued for longer than a week * * * it is believed that reser- 
pine in daily doses above 0.25 milligram is contraindicated and in lower doses 
should be used with caution in patients with a history of mental depression, 
peptic ulcer or ulcerative colitis. Furthermore, physicians should be specifically 
cautioned with respect to the danger of depression * * *.” Also, reserpine in 
neuropsychiatric use in higher strength ‘‘* * * should be discontinued approxi- 
mately 1 week before instituting shock therapy, since it may result in increased 
severity of convulsions, respiratory difficulty, and other complications; * * * 
the possible dangers of hypotension and fluid retention should be borne in mind 
when large doses are used in debilitated patients or those with cardiac disease.” 
It is to be noted that chlorpromazine likewise should not be used in patients 
showing symptoms of depression. 

In view of the clinical reports on side effects and contraindications, it is im- 
portant to determine whether there is any foundation to the concern that misuse 
of these drugs with undesirable effects creates a problem in public health. The 
answer to this question lies in whether there is evidence on several points: that 
both short-term and continuous use of the tranquilizing drugs without medical 
supervision is dangerous; that persons are using these drugs without medical 
supervision in an unwarranted or unrecommended manner; that such indis- 
criminate, unregulated and reckless use results in morbidity or mortality; and 
that the latter occurrences are on such a large scale as to justify concern over 
public health. 

These are new drugs and clinical experience at this time is revealing but in- 
complete. It is limited to short-term use. Yet even from the limited observa- 
tions it may be inferred that these valuable drugs are potentially harmful. As 
for the effects of prolonged, continuous use, nothing can be said at this time. 
But on the basis of the available clinical evidence, the committee can conclude 
that there is a possibility that use of the drugs without medical supervision may 
be attended with danger. 

It should be clearly stated that the magnitude of prescriptions for tranquilizing 
drugs does not prove that they are a menace to public health. Rather, the 
danger would lie in the use of them for both short and long periods without 
medical supervision, whether with or without prescription. Overdosage under 
these circumstances would be especially a hazard. This is the significant ques- 
tion: Is there access to these drugs and use of them without medical super- 
vision? Presently the amount of these drugs being sold without prescription 
is not known. It is the considered opinion of the Department of Health that 
there has not been any great amount of over-the-counter sale of them. Never- 
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theless, it is possible that persons now taking these drugs on prescription and 
benefiting from them distribute them rather widely among their friends and 
relatives. 

However, the major source of misuse may be in excessive refilling of prescrip- 
tions without the physician’s knowledge. Under the Sanitary Code of New York 
City there is no prohibition against refilling of prescriptions for these drugs. 
The patient may find such relief of his symptoms that he continues to take the 
medication long after the period originally intended by the physician. Thus it 
is the Health Department’s impression that persons are getting prescriptions 
refilled without a physician’s order, an entirely legal procedure in New York 
City. Certainly by this means the public does have access to the drug without 
medical supervision. Whether it has availed itself of this opportunity has not 
been definitely established. 

The potential danger from misuse of these drugs and the opportunity for using 
them without medical supervision can be accepted. But additional evidence of 
another character is desirable before pronouncing the situation a menace to 
public health. What is needed is evidence of morbidity and mortality associated 
with their use. At present there are definite impressions but few facts; for, the 
data are difficult to obtain. Despite all the precautions in the preliminary test- 
ing of new drugs and the safeguards thrown around their issuance, it is the 
usual experience that the full effects of new drugs, both beneficial and detri- 
mental are seldom revealed until they have been used extensively over a period 
of time. This is particularly true of a drug that comes into wide and popular 
use shortly after its appearance. Hence the difficulty in amassing data on the 
morbidity and mortality associated with tranquilizing drugs arises from the 
very short time that they have been widely used. Widespread usage over a 
short period of time does not reveal the full effects of the drug. It is necessary 
to obtain more than a sample of short-term experience that is sufficiently large 
and varied. It is essential also to observe the effects of prolonged and con- 
tinuous use. There is no substitute for time. 

The New York City Mealth Department has some data which may allow pro- 
visional and presumptive inferences. In 1955, according to the records of the 
Poison Control Center, there were 12 cases of poisoning associated with the 
tranquilizing drugs as against 76 for the first 10% months of 1956. In 1955 
there were no fatalities associated with the tranquilizing drugs; for the first 
101%, months of 1956 there have been 2. In neither of these fatalities is there 
positive finding that the tranquilizing drug was the cause of death, although 
large amounts had been taken. No known suicide attempts asseciated with 
tranquilizing drugs were reported for 1955 as against 16 for the first 10% 
months of 1956. It is usually not easy to ascertain suicidal attempts under any 
circumstances. It is particularly difficult to attach the precise responsibility of 
tranquilizing drugs. On the one hand, for the person bent upon self-destruction, 
that may be the method of choice. On the other hand, some of the tranquilizers 
may plunge the susceptible individual into a depression which leads him to 
select some other means of suicide. Admittedly this evidence on mortality 
and morbidity associated with tranquilizing drugs is far from conclusive in 
determining whether they constitute a public-health problem. But at least 
they point to a caution and constitute a warning. 

Manifesting a concern over the dangers inherent in the casual use by the 
public of tranquilizing drugs for the relief of everyday tensions, the American 
Psychiatric Association through its committees on research, therapy, and public 
information issued a statement condemning the practice. The association ex- 
pressed its enthusiastic recognition of the benefits derived from the develop- 
ment of the tranquilizing and other drugs for the treatment of psychiatric 
disorders over the past 4 years and listed the beneficial effects. But, they 
said: “Psychiatrists are at the same time concerned about the apparently 
widespread use of the drugs by the public for the relief of common anxiety, 
emotional upsets, nervousness, and the routine tensions of everyday liv- 
ing. * * * Casual use of the drugs in this manner is medically unsound and 
constitutes a public danger. The tranquilizing drugs have not been in use long 
enough to determine the full range, duration, and medical significance of their 
side effects. Use of these drugs is no more to be encouraged than use of any 
other drug except where proper medical diagnosis determines that a drug is 
indicated to maintain the life and functioning of a person. The prescribing of 
drugs for emotional illnesses carries with it an obligation for continuing 
appraisal and supervision by physicians fully aware of the psychiatric symp- 
toms involved and the potentials of their course of development, alteration, or 
remission.” 
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By reason of the evidence on the side reactions from the use of of reserpine, 
the Food and Drug Administration has suggested an upper limit for the 
recommended maintenance dose in the treatment of hypertension and a usual 
maintenance dose in the treatment of institutionalized psychotic patients. 
Since the two levels of dosage were different, it recommended distinctive state- 
ments on the label and the printing of declaration of the strength of the 
tablets in a different color from the rest of the label. 

At the stage when there is widespread use of a drug, presumably much of it 
without medical supervision, when its full effects have not been determined, and 
when the evidence of associated morbidity, and mortality points to the possibility 
of an increase but is so insufficient as to be indefinite and indecisive, it is difficult 
to predict whether a situation detrimental to public health will develop. Hence 
it is not easy to reach a decision during this early period as to whether further 
legal safeguards should be established. When there are only indications but 
insufficient evidence of potential dangerous effects on a large scale, it becomes a 
matter of choice between two courses. According to one viewpoint, it is better to 
act early before the data becomes overwhelmingly decisive. Even if anticipations 
of the worst are not realized, any hardships incident to the imposition of controls 
are counted as small cost when balanced against the high dividends of safety 
ensuing from precautionary measures. The opposing school is of the opinion 
that it is important to be certain that controls are essential for the management 
of a public-health problem before action is taken. This view would counsel to 
defer controls until sufficient evidence of harmful effects on a large scale had 
been established. Perhaps this position is best epitomized in the phrase “watch- 
ful waiting.” 

The diametrically opposite histories of usage and control of two other groups 
of drugs, the antihistaminics and the barbiturates, are illustrative. It may be 
recalled that indiscriminate widespread usage of the antihistaminics with their 
undesirable side effects occasioned a considerable problem for a time, but 
eventually the practice subsided. In the early days of the use of barbiturates 
there were only slight indications that these drugs might be misused and thus it 
was decided that additional control of them should await evidence of morbidity 
and mortality. That evidence was not long in coming and within a few years 
the problem had reached such a magnitude that the committee on public health 
deemed it desirable to recommend the imposition of further controls over usage 
of these drugs. 

Of course, the important variable in the issue is the nature and degree of any 
increase in control. The committee is of the opinion that the evidence that 
tranquilizing drugs are now a menace to public health is inconclusive. It 
believes therefore that there are now no substantial grounds for establishing 
controls over tranquilizing drugs to such a degree as those over barbiturates. 

It is concerned about the possibility of misuse of tranquilizing drugs becoming 
a danger to public health. Indeed, it is equally or more concerned about the 
possible misuse of other drugs. As a general principle it believes that all drugs 
which belong in the category of potentially harmful or new drugs obtainable 
only upon prescription should be used only under medical supervision. This 
principle is a sound and self-evident criterion by which to test existing and 
formulate any new needed regulations and restrictions. 

An amendment to the Federal Food, Drug, and Cosmetic Act provides that a 
drug intended for use by man which is a habit-forming drug or a potentially 
harmful drug or new drug shall be dispensed only upon a written prescription of a 
licensed practitioner, and refilling is authorized only upon written or oral order 
of the prescriber of the original prescription. All of the tranquilizing drugs come 
under these Federal provisions; hence they can be obtained only on prescription 
which cannot be refilled without the order of the original prescriber. But this law 
does not apply within States unless there is interstate commerce in the drugs. 

The Sanitary Code of New York City lists a number of harmful drugs for which 
a prescription is required. No prohibition against refilling of the prescription is 
specified except for three categories: sulfonamides, barbiturates and narcotics. 
Special rigid restrictions apply to the dispensing of barbiturates, particularly in 
the maner of refilling prescriptions. In the prescribing and dispensing of narcotic 
drugs, the code defers to the laws of the State of New York. It is apparent that 
on the point of refilling of prescriptions for potentially harmful or new drugs, the 
code is, with the exceptions noted, in many respects much more lax than the 
Federal Food, Drug, and Cosmetic Act. Consequently it falls short of insuring 
medical supervision over the use of these drugs. 
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The committee recommends that the sanitary code be revised to make it accord 
more fully with the provisions of the Durham-Humphrey amendment to the Food, 
Drug, and Cosmetie Act in respect to drugs which shall be available only upon 
prescription. Under this recommendation such drugs would include : new drugs, 
potentially harmful drugs and habit-forming drugs. This categorization should 
supersede the present list of individual drugs specified in the sanitary code. It 
would be more inclusive and at the same time more adaptive to future as well as 
present contingencies. It should be provided, as at present, that such drugs 
should be dispensed only upon prescription. The committee further recommends 
that the sanitary code be revised to provide that prescriptions for potentially 
harmful drugs and new drugs should not be refillable except upon written or 
oral order of the original prescriber. As exceptions, it would specifically assert 
that all existing tighter restrictions on the prescribing and dispensing of bar- 
biturates and narcotic drugs would still prevail and would not be altered by such 
a proposed revision. This second recommendation would further bring the sani- 
tary code much more in accord with the Federal, Drug, and Cosmetic Act. 

It should be noted that prescribing and dispensing of tranquilizing drugs would 
be covered by these recommendations. Most of all, they would bring the use of 
potentially harmful and new drugs under full medical supervision. 

An additional aspect of the situation is the extravagant and distorted literature 
which some of the drug houses are distributing to the medical profession. Such 
literature may be misleading in two respects. First, it may recommend a product 
in such a way as to lead to, if not encourage, its indiscriminate use. For example, 
a leaflet accompanying one tranquilizing drug lists under indications an almost 
endless number of situations and conditions of emotional stress at every stage of 
life: hyperactivity, irregular sleeping habits, nightmares and homesickness in 
children; the various circumstances in adolescence which give rise to severe 
anxiety and tension ; in adulthood, apprehension and anxiety over finances, effects 
of excitement or misfortune in the family such as sickness, accidents, weddings, 
funerals, separations, and differing opinions. The drug is also said to be indi- 
cated in times of occupational stress: such as, anxiety over interviews, competi- 
tive examinations, or public appearances. Thus it is recommended for actors and 
actresses, radio and television performers, business executives, toastmasters, 
ministers; teachers, professors, and politicians, It is reported to be useful in the 
journalistic and advertising field with its tension, excitement, and noisy environ- 
ment. The indications also include competitive sports. 

Secondly, some manufacturers’ literature which is distributed to physicians 
and pharmacists contain too frequently little or no mention of side effects and 
contraindications to the use of the tranquilizers. In one instance it is stated that 
the drugs are recommended for relatively short-term therapy and temporary 
conditions where emotional stress is a complicating or a causative factor. Most 
revealing is the assertion that investigations are underway to determine the 
safety and efficacy of the drugs during prolonged use. The failure to mention 
possible side reactions, contraindications, and potential dangers, or to devote a 
disproportionately small space to them, is likely to be highly misleading to the 
physician. 

Manufacturers’ literature on new drugs is presumed to guide the physician, not 
mislead him. Undoubtedly it will color the physician’s attitude toward the drug, 
his use of it and his recommendations concerning it. Ultimately it affects in part 
the patient’s attitude toward and use of the drug. When it is remembered that 
the physician may obtain his first information about new drugs from this litera- 
ture, its validity and cautiousness become a matter of high importance. 

The lay press has contributed its share to disseminating premature and incom- 
plete accounts of the miraculous effects of the drugs. This practice has had its 
effect upon the public and ultimately both directly and indirectly upon the medical 
profession. From such journalism persons may obtain false impressions and 
exert pressure on their physicians to prescribe the tranquilizing drugs. 

Through its committees on research, therapy, and public information the 
American Psychiatric Association has urged avoidance of premature and un- 
reliable reports because they violate the standards for testing new therapies. 
It advised : 

“The full cooperation of the profession in accumulating a body of tested 
scientific data about the drugs is of prime importance. * * * At the same 
time it is important to be aware of subtle pressures that combine to foster 
public misunderstanding and misuse of the drugs. There is the eagerness of 
the public, and of physicians themselves, for good news about a new treatment 
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for psychiatric disorders. This tends to foster popular stories based on opti- 
mistic reports of early and limited research findings with the drugs, before 
such findings can be reproduced and validated by other colleagues. * * * 
Persons engaged in any form of research or evaluation of therapy should be 
most dispassionate and objective in their pronouncements. It is suggested 
that members of the association be particularly alert to personal pressures 
(both internal and external) and circumspect in their announcements of early 
experimental results with the drugs.” 

The board of health is charged with the responsibility of enacting legislation 
to prevent not only over-the-counter sales and misuse of prescription drugs 
but also fraudulent or misrepresentative claims or statements about them. 
Because of the uncritical nature of some of the medical literature sent to 
physicians by pharmaceutical houses, particularly the expansive, extravagant, 
and indiscriminate listing of indications with inadequate citation of side re- 
actions, contraindications, and precautionary measures, the committee on public 
health recommends that the board of health survey this literature as the 
first step toward bringing about improvement in it so that it may be a more 
reliable guide to physicians. 
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Exuisit 10A 
STATEMENT OF Dr. FREDERICK F. YONKMAN 


My name is’ Frederick F. Yonkman. I am the vice president in charge of 
research of CIBA Pharmaceutical Products, Ine., and have my office at Sum- 
mit, N. J. 

In accordance with the committee practice, I will summarize my professional 
career. 

After obtaining my A. B. in 1925 at Hope College, Holland, Mich., I did 
year’s graduate work at Yale University in 1925-26. 

In 1928 I earned the Ph. D. degree from the University of Iowa, and in 193 
was awarded an M. D. at Boston University School of Medicine. 

In 1982 I was awarded the first scholarship in pharmacology to the Inter- 
national Congress of Experimental Medicine in Rome, Italy. 

From 1929 to 1939 I was engaged in teaching in Boston, Mass., as assistant, 
and later as associate professor in pharmacology and experimental therapeutics 
at Boston University School of Medicine; as professor of biology and physi- 
ology at Gordon College, Boston; as professor of anatomy at the Bouve School, 
and as pharmacologist at the Evans Memorial Hospital in Boston. 

I have also served as professor of pharmacology and head of department at 
Wayne University School of Medicine, Detroit, Mich., and in 1942 was dean 
of students and chairman of the committee of interns and internships at that 
institution. I have also served on the postgraduate teaching staff of the Uni- 
versity of Michigan and as toxicologist at Mount Carmel Mercy Hospital, 
Detroit, Mich. 

In 1944 I became chief pharmacologist for CIBA, and director of research 
in 1945. 
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Between 1944 and 1952 I lectured in pharmacology and therapeutics at the 
Columbia University College of Physicians and Surgeons in New York City. 

I am a member of the advisory council of the department of biology of 
Princeton University ; and a trustee of the Columbia University College of Phar- 
macy. I am a member of the American and Michigan State Medical Associa- 
tions, the American Society for Pharmacology and Experimental Therapeutics, 
the Society of Experimental Biology and Medicine, the Association of University 
Professors, and of the medicinal section of the American Chemical Society. 

There is little that anyone can add to the splendid statements by Dr. Nathan 
S. Kline and Dr. Frank J. Ayd as to the background of the problem of mental 
illness, in the resolution of which the tranquilizing pharmaceuticals have come 
to play so important a role. I have been privileged to read Dr. Kline’s state- 
ment. His vivid and accurate portrayal of the cost in human suffering, the un- 
warranted social stigma, and the economic drain when mental illness strikes, 
particularly in adolescence or young adult life, gave the committee a pene- 
trating insight. 

Nor need I attempt to add to his account of the dramatic impact of psy- 
chopharmaceuticals in this area in reversing the trend in public and private hos- 
pitalization of the mentally ill and in contributing to their private treatment. 
Seldom has this story been as accurately and as clearly presented as it was by 
Dr. Kline and in the testimony of Dr. Ayd. 

In appearing here this morning in response to Mr. Johnson’s request, I should 
like to make a few preliminary observations. 

In the first place, I strongly agree with Dr. Kline that it would be ethically 
improper for any medical witness, as well as a hazardous disservice to the 
public, to discuss any specific psychopharmaceutical now being prescribed by 
physicians for their patients. The dangers of doing so have been fully ex- 
pounded by Dr. Kline. Nor can I, with propriety, be asked to comment on the 
products or the practices of any company other than my own. 

Secondly, I am in complete agreement with the chairman in what he said 
in his opening remarks when these hearings began in pointing out that the 
medical profession by virtue of its extensive scientific and medical training and 
professional experience is a highly sophisticated audience not easily misled. I 
would go-further and suggest that no one can or should invade or impugn the 
professional confidence or the intelligence or integrity of any physician. Doctors, 
especially research workers, like most people in other professions, frequently 
disagree; but they do so on a professional plane. Only those with comparable 
professional training may make value judgments about the efficacy or the pos- 
sible disadvantage of employing medical or any other type of therapy. 

The general public is so intensely and understandably interested in medi- 
cine and any new medical development that the real danger is probably not that 
members of the medical profession would be misled but that flamboyant notions 
about supposed universal panaceas, or unwarranted apprehensions about the 
course of treatment being given them, might derive from misunderstanding of 
what has been developed in a hearing of this sort. 

Most of all I hope that great care will be exercised not to thrust, even inad- 
vertently, a wedge of doubt between physician and patient by any suggestion 
that a trained and licensed medical practitioner is perhaps not aware of what 
he is prescribing for his patients or is not qualified to evaluate what he reads 
about newly developed drugs. In that respect, I believe the chairman per- 
formed a valuable service in his opening remarks. 

Thirdly, while I cannot, of course, discuss and do not know the operational 
details of all manufacturers of ethical drugs, I can tell you from my own experi- 
ence that the ethical pharmaceutical manufacturing industry cherishes greatly 
its reputation with the medical profession. The integrity of its products and 
the validity of the claims it makes for them is the most valuable asset that any 
company has developed. To put this another way, most of the established pharma- 
ceutical companies have been in business for a very long time and hope to 
continue to be. The interest of this committee in inquiring into the possibility 
of potential misrepresentation in promotional material sent to members of the 
medical profession is, of course, proper, but as has been pointed out in these 
hearings, the interest of the drug industry in these matters is far deeper, con- 
tinuous and, as Dr. Kline has suggested, even of basic economic importance. 

By the same token in research—in the screening of newly developed pharma- 
ceutical preparations, in their toxicological testing, and in the sound clinical 
evaluation of their therapeutic effect and potency—an ethical drug manufacturer 
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wants facts first and promotional materials secondly provided they are honest 
statements. It has, I believe, been made abundantly clear that most research 
grants are made “without strings.” And the economic logic and necessity of 
getting the complete facts has been clinically demonstrated in the splendid 
achievements of the drug industry as a whole. 

Fourthly, this point of potential side effects must never be misunderstood. 
Possible side reactions are not unknown with any drug, even those in widespread 
use, and I might add, many that are permitted by the Food and Drug Admin- 
istration to be sold over the counter freely to any purchaser rather than re- 
stricted to prescription use. Dr. Kline has given you the example of aspirin. 
Many others might have been offered. In fact, in order to be effective any drug, 
without exception, must produce side reactions of some type in most patients; our 
task is to develop the most effective drug with the least number and severity of 
side reactions or undesirable effects. 

In a population of almost 172 million there are always occasional individuals 
who may be allergic to a particular drug, indeed even to certain foods. We also 
know that some substances often have the faculty of potentiating the effect of 
others in the human body. But these are rare idiosyncrasies, not what any ex- 
perienced pharmacologist or research worker would denominate as a common 
dangerous side effect. 

Finally, I think the committee might be interested in a brief description of 
the functioning and objectives of a research department of a pharmaceutical 
manufacturing company and how it is organized. In this instance, I can escape 
being immodest by referring to an address recently given by Mr. T. F. Davies 
Haines, the president of CIBA, at Columbia University. He summarizes five 
important aspects of the drug industry research. 

In the first place, it must be a continuing activity. The development of the 
necessarily highly skilled and diversified stages, and the providing of laboratory, 
pilot plant, and other essential facilities, takes many years. A worthwhile 
exploration of even a strictly limited avenue of inquiry in a narrow field 
of investigation is a long drawn out process. 

Members of the committee may recall the story of Ehrlich’s discovery of sal- 
varsan which is known to most people. As Mr. Haines pointed out, Dr. Ehrlich 
originally found “that certain parasitic micro-organisms were selectively stained 
by dyes containing the azochromophore and provided with appropriate auxo- 
chromic groups, Ehrlich synthesized and tested 605 compounds before hitting 
upon the 606th syphilis-destroying salvarsan. Investigators in other fields must 
test even larger series of compounds before they can expect success. Out of 
many hundreds of tested and classified antispasmodic drugs, only four are now 
widely used. More than 5,000 analgesics have been discovered, but only some 
8 are commonly used. Of the over 14,000 chemical compounds tested for anti- 
malarial activity, only 3 or 4 have been found satisfactory. To develop one of 
the broad spectrum antibiotics, a team of some 55 scientists spent 2% years, 
screening over 100,000 soil samples at a cost of around $4 million. (Only 76 
of the 100,000 soil samples contained organisms showing any antibiotic activity at 
all.) So planning the research program must be a continuous, not an annual, 
process.” 

Next, the committee probably understands that any worthwhile research pro- 
gram must be vast in scope and costly. Mr. Haines reported that today 35 
percent of our fixed assets are devoted to research. Laboratory buildings and 
equipment come high. Approximately $75,000 must be invested for each scientist 
of the doctor of philosophy level engaged in research. It is likely that the 
average industry figures would show that about 30 percent of the total capital 
expenditures made by a company go for research facilities. We have found that 
our own laboratory costs for doctor of philosophy research scientists (for de- 
preciation, maintenance, lab assistants, supplies, but excluding administration, 
library, and outside grants) average $45,000 per year. 

It must also be emphasized that drug research must be both basic research and, 
in terms of the types of scientific disciplines demanded, fairly diverse. Once 
again, to draw upon Mr. Haines: “The reason for this is apparent when one 
considers how many different types of scientists must collaborate in the discovery 
and development of a new pharmaceutical product.” 

First chemists must synthesize, extract, isolate, or otherwise produce a chem- 
ical compound or, more likely, a series of related chemical compounds, and 
because of the high degree of empiricism that exists in medicinal chemistry 
the series of related compounds to be investigated in any given project is usually 
a long one. 
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These compounds must be investigated by biologists to determine their phar- 
macological activity or their power to destroy bacteria or other disease-causing 
organisms. Now, with the recent revolutionary discovery that mental dis- 
orders may successfully be treated with drugs, testing by psychologists will have 
to be undertaken as well. This phase of the work is very complicated and to 
do it thoroughly requires that each chemical compound be tried out in great 
number of very delicate experiments. After one or a series of active compounds 
has thus been identified, exhaustive tests must be carried out to determine both 
their acute and chronic toxicity and indeed what effect they may have on vir- 
tually every organ of the body. Pharmacists must study their compatibility with 
the other chemical products used in putting up pharmaceutical preparations and 
determine their most effective and convenient pharmaceutical form. If already 
proven methods do not exist for manufacturing the products on a commercial 
scale, other chemists and chemical engineers working in laboratories and pilot 
plants must work out the manufacturing processes. Finally, physicians must 
conduct extensive and carefully controlled clinical trials with the product in 
human beings, usually in several thousand as a minimum, before a new prod- 
uct can be put on the market. All of this work requires large and diversified 
staffs and facilities and years of work. 

Thus the size of the research budget will have a great bearing on the scope 
of the program that can be undertaken by the research force and even the pos- 
sible fields that can be included. A small budget would automatically exclude 
from consideration any mass production operation, as for example, the massive 
screening of hundreds of thousands of soil samples to find new antibiotics, for 
this work is done on the theory that success is a matter of the probability of 
occurrence of a few effective products out of the hundreds of thousands tested. 

“There is, of course, much overlapping of the work in these different fields. 
Witness, for example, the production of steroids by fermentation processes, the 
discovery of vitamin By» as a byproduct of streptomycin fermentation, etc. 
Moreover drugs developed primarily to treat one disease have not infrequently 
been found to have totally unexpected uses. Examples are certain antihista- 
mines originally developed to treat allergic conditions which were later found 
to be good remedies for motion sickness, and reserpine, originally used to reduce 
blood pressure and now found to have dramatic effect in the treatment of mental 
disorders.” 

One member of this committee has indicated her interest in whether industry 
research is always specifically directed to a particular possibly profitable prod- 
uct. The answer is that any worthwhile research must, as Dr. Kline suggested, 
deal with basic physiological and pathological inquiries. Many of the major 
discoveries of the past, and many of those now in the offing, have had and will 
have their genesis in the basic study of the cells and organs of which our bodies 
are composed. Insulin was discovered only after the elucidation of a long chain 
of biologic factors governing the nature and cause of diabetes. Thus also were 
developed thyroxine, parathormone, ACTH, cortisone, as well as the widely 
used androgens and estrogens. 

Basic studies of the various types of cancer cells and viruses may well lead 
eventually to the discovery of specific therapy in these areas. For example, en- 
zymic metabolism associated with the construction of nucleic acid, an important 
constituent of all nucleated cells, appears to be a vulnerable area. Studies of 
the agents which inhibit the important enzyme, ribonuclease, might eventually 
lead to the successful arrest or retardation of the growth of cancer cells by slow- 
ing down the cellular process through interference with nucleic acid metabolism. 

To take another general example, we have yet to learn whether rapidly grow- 
ing cancer cells are stimulated by some active metabolite per se, or by the lack 
of some vital substance within the cell. It is known, for instance, that the lack 
of adequate oxygen, as at high altitudes, results in man’s compensatory increase 
of red blood cells—a functional solycythemia. Could rapidly growing cancer 
cells in blood or tissues likewise result from a deficiency of something or other? 
It is the solution of this basic type of problem that might eventually lead to 
successful and probably varied attacks on cancer and possibly on virus infec- 
tions as well. 

To do all of this requires a complicated research organization. In our own 
company there are now seven divisions in our research department. These 
are the chemical research division, which is in turn divided into bio-organic 
and an organic chemistry section. 

Next comes the macrobiologic research division which is divided into sections 
concerned, respectively, with pharmacology, endocrinology, physiology and 
biochemistry. 
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The microbiologie research division contains sections specializing in bacteri- 
ology, virology, and parasitology. 

The developmental research division is responsible for the development of 
new processes and the improvment of existing processes for the chemical manu- 
facture of the company’s products. 

The pharmacy research and development division is responsible for the develop- 
ment of formulas and processes for the compounding of new products and new 
product forms and the improvement of formulas and processes for the compound- 
ing of existing products of the company. 

Another very important division to assure quality requirements is that of ana- 
lytical research and quality control. 

Finally comes the clinical or “medical” research division which is composed 
entirely of doctors of medicine and is responsible for all activities involved in 
determining the clinical, therapeutic, and diagnostic effects and uses of the prod- 
ucts developed in the research laboratories. 

Whether this tremendous research effort is worthwhile or the full measure 
of its contribution to the public welfare must be primarily left to others to 
judge. May I simply suggest to you that 36 percent of all the prescriptions 
written in 1955 were for drugs that were unknown 4 years earlier and that 
some 400 new pharmaceutical products were introduced in 1955 as compared 
with less than 100 in 1940. In my own view, it is this research in chemistry and 
medical therapy of the last quarter century that has created the industry 
today. But since I am a research director, perhaps I should let it go at that. 

Turning now specifically to the newly developed psychopharmaceuticals in 
which this committee seems to be principally interested, I believe that the 
testimony up to this point has established that the few side effects involved 
are not cumulative, and you almost never would expect to find them all in 
a particular patient. The particular side effects, moreover, are statistically 
rare; and they are usually reversible in that upon detection they can be readily 
dissipated by discontinuance or supplementary medication such as an analeptic 
drug like methylphenidate, amphetamine, or pipradrol hydrochloride; and that 
they are reasonably detectable. 

Since the development of a side effect of a drug is a functional response 
of the individual patient, its detection and treatment is a matter of medical 
judgment for the physician. May I emphasize that this point is true not 
merely of this group of drugs but of every medication that a doctor prescribes 
in the light of his intimate knowledge of his patient and the individual case 
history that he ascertains. As we frequently say in our literature, “the 
management of each patient is an individual problem.” 

As for the drug manufacturer, any contraindications to the use of any new 
drug are noted in the educational materials distributed to the medical pro- 
fession. This is our practice and that of virtually all ethical drug manufac- 
turers. Our ethical mailings to the medical profession are reviewed by medical 
men in our company. 

In saying this, I think it is only fair to add that there is always an intelli- 
gent medical judgment to be exercised. Dr. Kline offered the unfortunate ex- 
ample of a reputable doctor who publicly argued long and vigorously against the 
use of insulin because of his unfounded fears of long-term pathological effects. 
Dr. Kline also pointed out, in his vivid fashion, that there are always some 
individuals who, because they cannot be “the first’ to have discovered the 
use for a new drug, can gratify their ego by being the first to claim that it is 
“too dangerous for clinical use.” 

Of course, we are and must be conservative. For the testing of our drugs 
we select the most competent and experienced and intelligent research doctors. 
We maintain our own research staffs. As a proper and overriding safeguarding 
agency, the New Drug Division of the Food and Drug Administration is charged 
with making its own evaluation as to safety. Merely because someone pub- 
lishes a paper in which he arrives at a conclusion on obviously inadequate 
data, developed under conditions which are not scientifically controlled, and 
makes some extravagantly generalized statements about his apprehensions, 
may well not be the basis for elaborating contraindications which have never 
been seen by competent research workers and which cannot be verified. The 
criteria must be honest and conservative medical judgments. 

As the committee is of course aware, materials accompanying an ethical 
sample sent to physicians are legally part of the labeling that must be submitted 
to and reviewed by the New Drug Division of the Food and Drug Administration, 
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lations under the new-drug statute specify that the permit which allows a drug 
to be sold as a new drug may be suspended at any time if the FDA concludes: 
“That the application contains any untrue’statement of a material fact” (sec. 
130.27). Another section of the regulation prescribes that an application will 
be considered as containing an untrue statement of a material fact wherever 
there exists— 

“(b) the unexplained omission in whole or in part of any information obtained 
from (1) investigations as to safety, or (2) investigations as to identity, strength, 
quality, or purity of the drug made by the applicant with the drug or submitted 
to him by any investigator whom he supplied with the drug, when such omission 
would bias an evaluation of the safety of the drug.” 

Joming now to the specific difficulties in which the committee has expressed 
interest: So far as I am aware, I know of no instances in which adverse findings 
by an investigator as to the hazards of any drug, and I mean any ethical drug 
and not merely tranquilizing agents, have been suppressed by the manufacturer. 

I do not know what is meant by the asserted use of a “canned article” but 
if this is intended to mean the signing of his name to research work for which 
he had no responsibility, I can say categorically that no reputable research 
worker would do so and that no research director that I know would accept it. 

As to charges of quotation out of context, I have heard about, but do not 
know the details of, one incident in which the affirmative recommendations of 
a research doctor were used without any reference to the medical disadvantages 
which he had discovered and reported in the same article. This is the incident 
referred to by Dr. Ayd. 

But if the argument is about condensation and abstracting of materials, I 
think the committee must understand that it is the function of informative 
mailings to doctors to keep them up-to-date on important new developments 
both clinical and pharmacological. The general practitioner welcomes these ma- 
terials because he wants to be abreast of these new developments. His primary 
responsibility in time and energy is to his patients. The presentation of ma- 
terials to him in condensed form—in abstracts, in desk reference cards, in 
summary reports of clinical work—is a necessary part of the process. 

But this is not a “quotation out of context.” The use of abstracts is wide- 
spread in the scientific world. This type of condensation is not misrepresenta- 
tion. That practice no reputable drug manufacturer would countenance for 
the reasons I have already stated and particularly because the reputation and 
reliability of every product and everything said about it would be endangered. 

It is my understanding that the Food and Drug Administration has broad 
powers to correct any misstatements in any promotional materials which ac- 
company any drug product. In my experience, they have been alert and 
zealous in doing so. Once again, let me emphasize that research workers, like 
most other people, have differences of opinion. These differenves are very often 
matters of medical judgment. Both we, in our company activities, and, I am 
confident the Food and Drug Administration, are alert to any medical view 
backed by sound clinical work and, sometimes, merely the opinion of an ex- 
perienced medical authority based on his training and experience. As I have 
said, there is a built-in conservatism in our approach to questions of the medical 
evaluation of any drug. I know that the Food and Drug Administration has 
the same approach. 

I see no reason for attempting to delegate responsibility to any other Federal 
agency. Only the Food and Drug Administration is medically staffed. I know 
that in their drug regulation they could well do with an increased budget, and 
I agree with Dr. Kline that salary levels should be commensurate both with 
their responsibilities and with salaries that prevail outside the Government. 

I might add that this is a common complaint, and not found only in Government 
agencies. But to diffuse responsibility among several agencies, to invite the 
intrusion into these areas of fundamental medical judgment by any governmental 
group which is neither medically staffed nor qualified to pass medical judgments 
would be extremely hazardous. It would, also, of course, be duplication. But, 
more importantly, it might have two extremely unfortunate side effects of its 
own. It might impede the development of new drugs and the dissemination of 
knowledge about them to the medical profession, where such drugs might be 
effective in saving lives and alleviating human suffering. And, should serious 
conilicts of opinion arise between the agencies, it might endanger the confidence 
of the patient in his doctor, which is the touchstone of effective medical treatment. 
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Exuisit 10B 


STATEMENT oF Dr. R. H. Ferrx CONCERNING PSYCHIATRICALLY SIGNIFICANT 
Drugs 


I. INTRODUCTION AND ORIENTATION 


It has become well known that mental and emotional disorders constitute a 
serious problem in public health. More than half of the hospital beds in the 
Nation are occupied by persons suffering from acute or chronic forms of the 
more severe disorders. Some 363,000 visit mental-health clinics annually. A 
large number, difficult to estimate with accuracy, visit private psychiatrists. 
Perhaps as much as 50 percent of the complaints voiced to the general practi- 
tioner derive in part from mental and emotional problems. There are, un- 
doubtedly, many more persons with such problems who do not come to the atten- 
tion of the medical profession. 

In the light of these facts, it is not surprising that the advent of drugs pre 
sumed to have significant psychological effects would create widespread public 

interest and deep concern that their effects be evaluated scientifically. 

It is with this background in mind that I should like to discuss the several 
significant new drugs which have been introduced into medical practice during 
the last few years, drugs which have influences upon several important aspects 
of personality functioning. Some of these drugs appear to produce a lessening 
of tension, anxiety, and some of the symptoms of some of the psychiatric ill- 
nesses. Others have a quite different effect in that they appear to increase the 
vigor of psychological functioning and to overcome the depressed feelings expe- 
rienced by many persons, whether or not their difficulties meet all of the criteria 
of depression from the psychiatric point of view. It is not surprising that these 
two kinds of drugs should receive the general and semipopular appellation of 
tranquilizers in the first instance and of energizers in the second case. More 
rigorously, the study of the effects of drugs, tranquilizing or energizing, favor- 
able or unfavorable, upon psychological functioning has been termed by the 
medical and scientific groups as psychopharmacology. 

The matter is not quite as simple as the existence of two drug groups which 
the above-indicated properties would indicate. The effect of both tranquilizing 
and energizing drugs varies with the individual, his particular condition, and 
the particular compound involved. What is more, the effects of the drugs are 
mediated through the various physiological mechanisms of the body, and there 
are effects, therefore, upon many aspects of bodily function, as well as upon 
mood and other general aspects of psychological functioning. 

As a matter of fact, there is a kind of reverse-English phenomenon involved in 
the use of these drugs. Physicians have long known that many of the drugs 
they use for somatic problems have significant psychological effects. Cortisone 
is a good example, but not the only one. Medicine has long been aware not only 
of the physiological but, also, of the psychological side effects of many of its 
therapeutic agents. The physician has always had to calculate the therapeutic 
value of each drug for a specified purpose for the patient in question, as bal- 
anced out by possible or probable undesirable side effects of either a physiologi- 
al or psychological nature. The ability to make such decisions properly repre- 
sents a large part of the successful practice of medicine. 

In the case of the new psychologically significant drugs, the focus of the phys- 
ician is primarily upon the psychological effects, while, at the same time, being 
alert for the physiological ones. Insofar as these agents have dependable psy- 
chological influences, they can be valuable therapeutic devices. In this case, 
however, there are also possible side effects of both a psychological and physio- 
logical nature. This fact does not really differentiate these drugs from others 
that the physician uses. It does mean that the proper use of these agents in- 
volves knowing their probable therapeutic value for a variety of conditions at 
all dosage levels, as well as the possible side effects. Again, the physician must 
make a judgment concerning the overall value or detriment to the patient’s wel- 
fare of a particular drug at a given level of dosage, a task he has always faced 
with the use of any drug. 

These new compounds are fairly complex chemical compositions, and their 
action on the body is not simple. The last few years have produced (1) in- 
formation about their psychological effects on a variety of kinds of psychiatric 
and other medical conditions; (2) knowledge of their side effects, both psycho- 
logical and physiological; (3) some data concerning their mode and site of 
action in the body; and (4) a number of criteria regarding the indications and 
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contraindications with respect to their use in any particular condition. The 
record is not yet complete, but it is now possible (1) to describe the general 
classes of drugs in use and (2) to indicate the present knowledge about the 
therapeutic values and the associated side effects of these drugs. In fact, al- 
though these drugs have been developed only recently, the great public interest 
they have aroused has led to a tremendous amount of research by the phar- 
maceutical houses, mental hospitals, university laboratories, and research in- 
stitutes. The problem will be further clarified, it is hoped, by outlining some 
of the psychopharmacology activities of the National Institute of Mental Health, 
including the recently established Psychopharmacology Service Center. 


II. PSYCHOPHARMACOLOGICAL AGENTS 


A. THE TRANQUILIZING DRUGS 
1. Definitions 


There is no official definition which is commonly accepted by all scientists at 
the present time. One reason is that the drugs included in this category * differ 
considerably among themselves in their chemical structures, in their generally 
accepted areas of use, and in their side effects and toxic effects. It is difficult, 
therefore, to give a precise and inclusive definition of what is, basically, a 
general descriptive term. However, when scientists state that a chemical com- 
pound is a tranquilizing drug, they do have at least two concepts in mind: 

(a) The drugs has a calming effect, reducing anxiety, tension, agitated or 
disturbed behavior, or similar psychiatric symptoms. 

(b) The drug produces this relief from symptoms without causing any 
marked degree of sedation or sleepiness. Barbiturates, bromides, paraldehyde, 
chloral hydrate, and a variety of other similar sedative drugs have been used 
in psychiatry for many years to calm or sedate patients. In contrast to the 
tranquilizers, these sedative drugs, when used in amounts sufficient to calm a 
disturbed psychiatric patient, also make him sleepy or groggy or “drunk.” A 
tranquilizing drug produces calming with a minimum of such side effects. 


2. Classes of tranquilizers 


There are three main groups of tranquilizing drugs: The phenothiazine de- 
rivatives, the alkaloids of Rauwolfia serpentina, and a chemically heterogeneous 
group. 

(a) The phenothiazines.—The phenothiazine derivatives are chemical com- 
pounds of rather complicated structure containing both a nitrogen and a sulfur 
atom. Chlorpromazine was the first compound in this group to be generally 
used in psychiatry. As usually happens in pharmacology, when one interesting 
and active drug is found, a variety of other compounds similar to this drug are 
synthesized and tested for effectiveness and toxicity in a search for better 
compounds. A number of such phenothiazine derivatives have been synthesized 
and six related compounds are now available for prescription use. These in- 
clude promazine, mepazine, triflupromazine, proclorperazine, thiopropazate, 
promethazine, and perphenazine. 

These compounds differ from each other chemically, but each contains the 
Same basic two-ring central structure, the rings being connected by a sulfur and 
a nitrogen atom. They may show some differences from one another in clinical 
action and in the frequency with which certain types of undesirable side effects 
occur, but it is still too early to make a definitive statements concerning their 
particular characteristics and their relative assets and liabilities. 

(1) Therapeutic uses and value: On the basis of both general clinical obser- 
vations and well-controlled scientific studies which have been reported in the 
scientific literaure, it is possible to say with conviction that chlorpromazine is 
quite effective in the treatment of hyperactive disturbed behavior in hospitalized 
psychiatric patients. The other phenothiazines have been studied less exten- 
sively and it is still too early to make a definite judgment about their action. 
From the available reports, however, it would seem that they all share this 
property of reducing hyperactive disturbed behavior. 

The various compounds in this group have also been used in the treatment 
of neurotic illnesses and milder forms of schizophrenia in nonhospitalized 
patients, and some of the psychiatric disorders associated with old age. Some 


2 See appendix for a representative list of psychoactive drugs now available for prescrip- 
tion use by physicians. 



































































































































































































































210 FALSE AND MISLEADING ADVERTISING 







success has been reported with their use in treating behavior disorders in 
children and some psychosomatic conditions. The exact extent of their utility 
in these psychiatric or medical conditions is less clearly understood than in tne 
case of hyperactive disturbed behavior. 

(2) Side effects: As is true of all known drugs, the phenothiazine derivatives 
also produce some undesirable effects. Some of these may be termed “side 
effects” since they occur in many patients treated with the drugs and seem to 
be related to the amount of drug given. Other effects, which may be termed 
“special sensitivity reactions,” occur only in a very small proportion of the 
patients given these drugs. More is known about the incidence and nature of 
these effects in the case of chlorpromazine than in the case of the other pheno- 
thiazines. 

Chlorpromazine when first used will produce some sleepiness in some patients, 
particularly if used in moderately large amounts. Patients often adjust rapidly 
to this sedative effect which, in hospitalized patients, is not serious and may 
be desirable initially. Chlorpromazine may also result in some decrease in 
the patient’s ability to perform complex, rapid movements; the extent and 
seriousness of this disability is not well understood, and it does not appear to 
be a major problem in most situations. 

When higher doses (800 milligrams or more per day) of chlorpromazine are 
used, certain neurological symptoms appear in many patients. These include 
some stiffness of the arms and legs, stooped posture and tremor, a combination 
of symptoms resembling Parkinson’s disease, a condition not infrequent in older 
people. These symptoms will disappear if the drug is stopped or if the amount 
used is reduced. If the psychiatrist feels it is necessary to give a higher dose 
of chlorpromazine to produce a desired effect on a psychiatric symptom, he 
may give the patient an anti-Parkinsonian drug. Some clinicians, however, 
believe it is therapeutically desirable to produce the Parkinson-like symptoms 
in certain cases. There is little evidence at present to indicate that prolonged 
use of these drugs causes permanent damage within the central nervous system. 

Another oceasional side effect of high doses of chlorpromazine, particularly in 
patients with preexisting brain damage or preexisting scars in the brain, is con- 
vulsive seizures, but this side effect is not common enough to be considered serious. 
However, the phenothiazines should be used with caution in conditions in which 
convulsions are likely to occur or in conjunction with drugs which may have 
a convulsant effect. 

The two major special sensitivity reactions produced by phenothiazine deriva- 
tives are jaundice and agranulocytosis. Jaundice seems to occur in approximately 
1 percent of all patients receiving chlorpromazine, usually during the first few 
weeks of treatment. It is apparently a type of allergic response within the liver, 
which is not serious; some clinicians have been able to continue to use chlor- 
promazine after the jaundice has cleared up. 

The second sensitivity reaction, agranulocytosis, a serious and sharp drop in 
the body’s infection-fighting white blood cells, is more serious and has resulted 
in a few fatalities. It occurs in only 1 out of every 2,000 to 5,000 patients treated 
with chlorpromazine and, if the condition is detected in time and treated properly, 
chances for recovery are good. This reaction can also occur, although probably 
with much less frequency, in patients receiving such other commonly used drugs 
as aspirin or sulfa drugs. 

In general, smaller doses of the newer phenothiazine derivatives than of chlor- 
promazine are required to reduce hyperactive psychotic behavior, but the newer 
compounds are a little more likely to produce Parkinsonian side effects. Some of 
them may produce less sedation when first used than does chlorpromazine, and 
they may be more effective in the treatment of undisturbed, withdrawn, or apa- 
thetic schizophrenic patients. Several of them appear not to cause jaundice. It is 
still too early to say definitely whether any of them are less likely than chlor- 
promazine to cause the rare agranulocytosis reaction. 

(b) The alkoloids of rauwolfia.—The second group of tranquilizing drugs is 
that composed of the alkaloids of rauwolfia serpentina. Rauwolfia serpentina is 
a plant whose roots have been used by Hindu physicians for centuries in the treat- 
ment of a variety of conditions, including mental illness. Three alkaloids, pure 
chemical substances, have been isolated from this root and are claimed to be use- 
ful in the treatment of psychiatric conditions. These are reserpine, deserpidine, 
and rescinnamine. Reserpine was the first alkaloid to be isolated and has been 
the most widely used. It is used extensively for the treatment of hypertension as 
well as of psychiatric conditions, 
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Tranquilizing drugs other than the alkaloids of rauwolfia have been synthesized 
recently and patented by various companies. Usually, therefore, each of these 
drugs is marketed by only one company under a specific trade name. The alka- 
loids of rauwolfia, however, are unpatentable because of their long history of 
previous use, and, therefore, reserpine is marketed under a variety of trade names 
by a number of different companies. This phenomenon may be the basis for 
the occasional claims that there are 40 or 50 tranquilizing drugs now in use, such 
figures including a variety of forms of reserpine. 

(1) Therapeutic uses and values: As in the case of the phenothiazine deriva- 
tives, the present body of scientific literature strongly supports the claim of only 
one Rauwolfia alkaloid—resperine—as being effective in controlling hyperactive, 
disturbed behavior in psychiatric patients. The information available on de- 
serpidine and rescinnamine is not yet extensive enough to make it possible to 
say more than that these compounds appear to be similar to reserpine in this 
regard. The scientific literature does not provide clear evidence that would per- 
mit identification, at present, of the kinds of patients who would respond to 
reserpine as distinct from those who would respond to chloropromazine. Al- 
though these two groups of compounds appear to work in different ways in the 
central nervous system, their clinical effects are generally similar. The major 
difference is the general slowness of action of reserpine. Whereas the pheno- 
thiazine derivatives may produce a relatively dramatic response in an hour or 
two, the Rauwolfia alkaloids, unless used in massive doses, are generally slower 
in affecting psychiatric symptoms. Many psychiatrists therefore prefer to use 
drugs in the phenothiazine group in treating acutely and severely disturbed psy- 
chiatric patients. In addition to its use with hospitalized psychiatric patients, 
resperpine is used widely in a variety of neurotic and psychosomatic condi- 
tions. It is quite effective in treating hypertension ; in fact, this was the condi- 
tion for which it was originally used in this country. 

(2) Side effects: When used in relatively large doses (two to five milligrams 
a day), Rauwolfia alkaloids may produce some drowsiness or sedation along 
with some nasal stuffiness and other mildly unpleasant side effects. In slightly 
larger doses, they also may produce a Parkinson-like syndrome similar to that 
produced by the phenothiazine derivatives. They have not produced either 
agranulocytosis or jaundice. However, patients receiving reserpine treatment 
for hypertension occasionally have been observed to become seriously depressed, 
and there have been reported instances in which patients have attempted suicide 
or have required electric shock treatment to relieve their depression. The fre- 
quency of this complication is hard to determine, but it may occur in more than 
1 percent of patients so treated, and is certainly something for which physicians 
watch. Treatment with reserpine also may increase depression in some psychi- 
atric patients. However—and this is but one example of the complexities in the 
evaluation of tranquilizing drugs—in a well-controlled study which recently ap- 
peared in the literature the investigators report that reserpine was, in fact, help- 
ful with patients who are depressed before any treatment was initiated. 

(c) The clinically heterogeneous tranquilizers—The third major group of 
tranquilizing drugs may best be placed under a general heading of “chemically 
heterogeneous” tranquilizers. This group contains drugs which vary consider- 
ably from one another in chemical structure. Three general subgroups are in- 
cluded here: the diphenylmethane derivatives (azacyclonol, benactyzine, hy- 
droxyzine, and phenyltoloxamine), the substituted propanediols (meprobamate 
and phenagylcodol), and a subgroup of miscellaneous compounds (ethchlorvynol, 
methylparafynol, ethinamate, glutethimide, methyprylon, ectylurea, oxanamide, 
and captodramin). 

(1) Therapeutic uses and value: Except for meprobamate, these drugs have 
been less widely studied than the phenothiazines and the Rauwolfia alkaloids, 
and it is difficult at the present time to describe their individual merits with any 
degree of assurance. Although they occasionally may be useful in the treatment 
of schizophrenic or other psychotic patients, tranquilizers in this category gen- 
erally are claimed to be most effective in the treatment of nonhospitalized 
patients. These include both neurotic patients seen by psychiatrists and the wide 
range of patients with varying degrees of anxiety and tension, neurotic symptoms, 
emotional upsets, or functional disorders commonly cared for by the general 
practitioner. A number of these tranquilizers have sufficient sedative effect to 
make them useful in treating patients suffering from insomnia It is claimed 
that they do not have as strong or pronounced a sleep-producing effect as do the 
barbiturates, but instead relax the patient and enable him to go to sleep naturally. 
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Meprobamate is the member of this group of drugs which has been used most 
widely and studied the most thoroughly. Currently available information in- 
dicates that meprobamate is useful in relieving anxiety or tension symptoms 
in neurotic outpatients. The scientific study of compounds of this sort is com- 
plicated by the fact that perhaps 30 to 40 percent of outpatients with neurotic 
symptoms will show some improvement if treated with a placebo or “dummy 
pill” containing no drug at all. Barbiturates also are sometimes useful with this 
group of patients, and the evidence now available does not enable any clear 
statement to be made concerning the specific advantages of meprobamate over 
the barbiturates, although 3 of the 4 well-controlled studies known to the 
Psychopharmacology Service Center staff have shown that meprobamate is 
significantly better than a placebo in treating neurotic patients. 

Less detailed information is available concerning the other tranquilizers in 
this group, and it is not yet possible to say to what extent the statements about 
meprobamate apply to them. They are generally claimed to be safe and useful 
in the treatment of anxiety symptoms in outpatients. A number of them have not 
been extensively studied as yet. The staff of the Psychopharmacology Service 
Center is at present stimulating work in the field of outpatient drug evaluation. 

(2) Side effects: The major side effect of meprobamate that has been observed 
has been mild sedation. This usually is not serious and one reasonably well- 
designed study showed that meprobamate did not have any harmful effect upon 
reaction time and performance on a device which simulates the conditions of 
automobile driving. It does produce occasional skin reactions, but these are not 
too common and usually are not severe. (Note: Chlorpromazine and reserpine 
also will produce skin reactions of this sort.) Meprobamate does not produce the 
Parkinsonian symptoms caused by reserpine and chlorpromazine, nor has it 
produced agranulocytosis or caused jaundice. On the other hand, when meproba- 
mate is given in high doses (6,400 milligrams, 16 pills a day) for a number of days 
and then abruptly stopped, the patient will show physiological signs of addiction, 
including marked motor restlessness and sometimes convulsions. These with- 
drawal symptoms are not similar to those produced by morphine or the other 
opium derivatives, but resemble more the withdrawal symptoms seen after large 
doses of alcohol or of the barbiturates. Since meprobamate is not usually used 
in doses as high as 6,400 milligrams, and since in usual clinical practice this drug 
is not abruptly stopped but is gradually discontinued, these signs of physiological 
addiction are encountered only rarely in general clinical practice. The study 
which showed these physiological addiction phenomena most clearly was carried 
out at the United States Public Health Service Hospital in Lexington, Ky. The 
findings were reported in a letter written to the Journal of the American Medical 
Association and were promptly published in that journal. 

In general, the other drugs in this group apparently lack serious or significant 
side effects except for causing sedation or sleepiness. This, of course, may be 
considered a therapeutic effect if the drug is being used for insomnia. Ben- 
actyzine has been reported to produce unpleasant feelings of unreality or detach- 
ment in some patients. The physiological addiction liability of drugs in this 
group other than meprobamate has not been subjected to controlled experiment 
as yet, but does not appear to be a significant problem to date. 


8. General remarks on the use of tranquilizers 


All potent drugs, unfortunately, have bad as well as good effects, and tran- 
quilizing drugs are no exception. However, they are made available to patients 
only upon the prescription of a physician. These drugs have been released for 
such prescription use on the basis of an effective new drug application filed with 
the Food and Drug Administration. The evidence presented to the Food and 
Drug Administration must show that the compound is safe for use under the pat- 
terns of labeling suggested. The unpleasant or serious adverse effects produced 
by the tranquilizing drugs are by no means unique to them and by and large are 
no more serious that the adverse effects of a variety of other kinds of drugs 
commonly used by the practicing physician. In summary, therefore, the tran- 
quilizers represent an increasingly large group of compounds, some of which at 
least appear to be quite useful in the treatment of certain psychiatric symptoms. 
None of them to date is a specific cure for any psychiatric illness, but they do 
provide the physician with very useful tools for the treatment of emotional and 
psychiatric conditions. 

The tranquilizing drugs most frequently used in public mental hospitals are 
the various members of the phenothiazine and Rauwolfia groups. Their use has 
been extensive. The Veterans’ Administration, for example, reported last year 
that about 50 percent of its psychiatric patients were being treated with one 
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or another of the tranquilizing drugs. Since these drugs have come into com- 
mon use at a time when our public mental hospitals also have been increasing 
their professional staffs and have been instituting a variety of new nondrug 
treatment programs, it is hard to isolate the exact effect of the tranquilizers 
themselves. Nevertheless, the past 4 years have seen a striking change in the 
disturbed wards of our mental hospitals. These wards are now much quieter 
and the need for such drastic measures as seclusion or restraint has been re- 
duced strikingly. 

The tranquilizers have also made it easier to institute the ‘open door” policy 
in many mental hospitals and to inaugurate other practices which help to make 
the hospital environment more therapeutic. The improvement in patients’ be- 
havior has been reflected in a greater ability of all members of the hospital staff 
to interact effectively with the patients and this changed attitude, too, has been 
of therapeutic value. These important improvements, however, point up the 
tragic shortage of trained psychiatric personnel in our public mental hospitals. 
Patients who are now able to benefit from intensified treatment and to partici- 
pate in many different kinds of activities, frequently must sit and wait for long 
periods because there is not sufficient staff to handle them. 

The number of patients in our State mental hospitals has decreased slightly in 
the last 2 years. The available evidence would indicate that this is a result of a 
long-term trend from purely custodial care to the use of many types of therapeutic 
measures, rather than a sudden dramatic event, related solely to the advent of 
the drugs. But it seems likely that the use of drugs has made many patients 
more amenable to therapy and thus enabled them to be released sooner than 
might otherwise have been the case. In some cases the drugs have made it 
possible for some patients to be discharged who otherwise might have continued 
to be hospitalized for many years. This trend of patients back to the community 
has emphasized the need for increased faciilties to promote complete rehabilita- 
tion and to keep patients well. Among the needs are adequate foster care for 
those patients who for one reason or another cannot return home; halfway 
houses or convalescent centers for patients who no longer need hospitalization 
but are not yet ready for full participation in everyday life; sheltered workshops 
and vocational rehabilitation to help former patients meet the economic realities ; 
clinics and other centers where patients can get emergency help to tide them over 
temporary difficulties; and a generally understanding and helpful attitude on 
the part of relatives, friends, neighbors, fellow workers and members of the 
community in general. There is increasing need for collaborative efforts by the 
hospital and the community, so that the facilities of both can be used to estab- 
lish a “defense in depth” against mental illness. As a matter of fact, a number 
of State mental hospital systems already have set up aftercare clinics for 
patients who require continued drug treatment in order to remain outside the 
hospital. Such aftercare clinics appear to play a very useful role. Observations 
of psychiatrists working in such clinics indicate that it is possible to maintain 
patients on tranquilizing drugs for considerable periods of time wthout adverse 
effects. 

B. THE ENERGIZERS OR ANTIDEPRESSIVES 


In the past few months there has been a marked increase of interest in drugs, 
possessing stimulant properties, which might be useful in treating patients 
suffering from depression or apathetic schizophrenic patients. These drugs are 
sometimes referred to as antidepressives or “energizers.” 


1. Therapeutic uses and value 


Prior to World War II stimulants such as amphetamine and dextroamphetamine 
were introduced. These compounds and others closely related to them have 
stimulating and antifatigue effects on normal individuals. They are sometimes 
helpful in depression but more often cause an increase in agitation and restless- 
ness. Some patients complain of palpitations or other unpleasant cardiac sensa- 
tions. 

Three years ago, two compounds similar in action to amphetamine were intro- 
duced for use with psychiatric patients: methylphenidylacetate and pipradrol. 
These drugs both possess mild stimulant properties and are described as having 
fewer undesirable side effects than do the amphetamines. Their effectiveness 
in the treatment of depressed patients or of chronic schizophrenics has not been 
conclusively demonstrated, and their action is comparatively mild. 

Recently, iproniazid, a drug that had been used for several years in the treat- 
ment of tuberculosis, was reported to be useful with depressed and chronic 
apathetic schizophrenic patients. Its potentialities as a psychoactive compound 
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came to attention when it was noticed that large doses often produced undesirable 
amounts of euphoria and overactive behavior in tuberculous patients, sometimes 
producing conditions resembling manic psychosis. 

Preliminary reports of the clinical use of iproniazid generally have been highly 
favorable. One clinician who has had many years of experience with electro- 
convulsive therapy has stated that he feels iproniazid would be superior to the 
older treatment. If clinical studies substantiate this statement, it will con- 
stitute a major advance, since the tranquilizing drugs usually are ineffective in 
the treatment of depression, and electroconvulsive therapy still remains the 
major effective biological treatment for this psychiatric condition. 


2. Side effects 


The major side effects of methylphenidylacetate and pipradol are similar to 
those of amphetamine: i. e., increased restlessness and jumpiness. In schizo- 
phrenic patients, stimulants sometimes will increase all activity, whether healthy 
or psychotic in nature. Iproniazid has two major side effects: prolonged hypo- 
tension and the production of undesirable amounts of stimulation in some pa- 
tients. Both effects are apparently related principally to dosage and may be 
avoided by administering smaller amounts of the drug, but it should be noted 
that the drug can actually produce psychotic excitement in some patients if 
given in larger amounts. The therapeutic effects of iproniazid are surprisingly 
Slow to manifest themselves—often taking 2 or 3 weeks. This delay makes the 
drug less useful in acutely ill, suicidal patients. Ipronazid therapy also is ac- 
companied by sizable gains in weight, which may give rise to other emotional 
or, in Some cases, medical problems. 

3. General comments on energizers 


For a number of years it has been obvious that a drug which would counteract 
depression would serve a valuable purpose. Unfortunately most of the drugs 
used for this purpose in the past have had only a very limited usefulness and 
have often caused unpleasant side effects. On the basis of preliminary uncon- 
trolled studies, it would seem that iproniazid is, in some patients, a much more 
potent antidepressant then were the earlier drugs in this group. It has definite 
side effects and limitations and needs extensive well-controlled clinical study. 
It will undoubtedly be followed by other new drugs of this sort, since a number 
of drug firms are actively searching for antidepressant or “energizing” drugs. 





Cc, PSYCHOACTIVE DRUGS AS RESEARCH TOOLS 


The tranquilizers have markedly increased scientific interest in the relation- 
ship between functioning of the central nervous system and behavior in animals 
and man. As their mechanisms of action have become increasingly well under- 
stood, they have made it possible to modify the functioning of specific parts of 
the central nervous system in order to study the relationship between central 
nervous system functioning and behavior. It therefore seems likely that these 
drugs, in addition to their clinical usefulness, will provide new insight into the 
way the brain works. 

This is an interesting example of how basic and applied research interact. 
The development by the pharmaceutical industry of drugs with unusual effects 
in modifying psychiatric symptoms has led to the study of their effects at 
various points in the central nervous system. In recent years, techniques have 
been developed for studying the electrical activity in the central nervous 
system by means of electrodes placed in the brain. These electrodes can be 
kept permanently in place while the animal lives a normal life, and recordings 
can be made under a variety of experimental situations. In addition, it has 
been shown that electrical stimulation of certain parts of the brain, via these 
electrodes, produces “pleasurable” effects. Animals will continue to stimulate 
these brain areas by pressing a lever over and over again with apparent zest. 
Chlorpromazine and meprobamate have been shown to have specific and dif- 
ferent effects on this behavior. In two of the important relay centers of the 
brain we find that chlorpromazine suppresses stimulation in a part of the 
hypothalamus, whereas meprobamate suppresses it in the thalamus. With 
such drugs one can temporarily suppress activity in specific parts of the brain 
and study the effect on the behavior of the animal. From this one can learn 
more about the way a given system within the brain influences behavior. 

Other recent work done by researchers at the University of California at Los 
Angeles has shown that chlorpromazine slows down the passage of sensation 
along one of the two major pathways through which sensation travels from the 
body to the cerebral cortex, and speeds up and intensifies the passage of sensa- 
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tion through the other pathway. This work not only tells us something about 
chlorpromazine but can tell us something about the differences between these two 
pathways. 

Such basic research can, therefore, tell us both about drugs and about the way 
the brain works. It can also provide methods for the selection of better new 
drugs. For example, it has been indicated above that the drug iproniazid is 
sometimes helpful in the treatment of depression. This drug has no specific 
effect on the behavior of laboratory animals when given by ordinary injection. 
However, if a very small tube is placed in the animal’s brain and the tube 
connected with a solution of iproniazid, the animal will learn rapidly to press 
a lever energetically which causes iproniazid to be injected into his hypothala- 
mus. This is a clear and striking effect which resembles the effect produced 
by electrical stimulation in the same area. This finding tells us something about 
the drug iproniazid, but also may provide a method for finding other chemical 
compounds which may produce effects similar to iproniazid and may be either 
more effective or have fewer unpleasant side effects. 

As we learn more about the way drugs act in the brain and the way the brain 
acts to affect behavior, it may become possible to set up screening procedures 
with which to search for drugs with specific effects useful in treating psychiatric 
symptoms or syndromes. ‘To this end the National Institute of Mental Health 
is actively promoting a program of support for studies aimed at evaluating the 
assets and liabilities of drugs in current use in psychiatry. This is combined 
with a broad program of basic research on the ways in which drugs affect brain 
function and brain function affects behavior. 


III. PSYCHOPHARMACOLOGY PROGRAM OF THE NIMH 


It is clear from the foregoing account that psychopharmacology has become 
of major importance to the field of mental health. The Psychopharmacology 
Service Center was organized within the National Institute of Mental Health in 
the fall of 1956 to stimulate needed research in this field. This program was 
substantially furthered by the 83d Congress, which appropriated the sum of $2 
million for the support of research on the assets, liabilities, and mechanisms of 
action of these drugs. An additional sum was appropriated for the support of 
the Psychopharmacology Service Center’s staff activities. 


A. THE PSYCHOPHARMACOLOGY SERVICE CENTER 


The objectives of the Psychopharmacology Service Center are as follows: 

1. To stimulate and support a broad program of clinical research. 

a. To establish the clinical efficacy of psychiatric drugs. 

(1) To obtain precise and definitive knowledge about the effectiveness of 
drugs in the treatment of psychiatric patients. 

(2) To establish the indications and contraindications for the use of par- 
ticular drugs for specific types of patients. 

(3) To develop new methods and techniques for use in clinical drug 
research. 

(4) To delineate and analyze the nondrug factors, such as environmental 
influences or staff attitudes, that seriously affect the responses of patients 
to drug therapy. 

b. To gain the most complete knowledge possible of the toxic and other unde- 
sirable side effects of the drugs. 

(1) To obtain full-range knowledge about the somatic side effects, and 
their relation to amelioration of symptoms, dosage, route of administration, 
and duration of treatment. 

(2) To obtain information about adverse effects of drugs on psychological 
functions, such as learning, psychomotor performance, and efficiency. 

2. To promote the development of better drugs. 

a. To encourage and support the synthesis of new compounds. 

b. To stimulate the development of efficient screening methods for selecting 
potentially useful compounds. 

3. To promote fundamental research on the modes of action of psychopharma- 
ecological drugs. 

a. To stimulate and support research leading to an understanding of the 
psychological and physiological variables (including autonomic functioning) 
basic to modes of action of chemical compounds in normal human beings and in 
mentally ill patients. 

b. To promote studies of the effects of drugs on animal behavior. 
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e. To stimulate and support research on neurophysiological and electro- 
physiological correlates of drug action in men and animals, and to establish the 
relationship of these correlates to overt behavior. 

d. To promote studies of the effects of drugs at the cellular and biochemical 
level. 

In the last year and a half the Psychopharmacology Service Center has been 
actively engaged in stimulating a variety of research projects designed to carry 
out the objectives described above. 


1. Clinieal studies 


A considerable number of clinical drug studies are now underway. To date 
the major emphasis has been upon the stimulation of clinical studies of the 
effectiveness of various drugs with schizophrenic patients, since this group con- 
stitutes the largest segment of the hospitalized psychiatric patient population. 
Work now underway should provide detailed knowledge concerning the effective- 
ness of reserpine and the phenothiazine derivates with this patient population. 
In addition it should reveal differential effects of any of these drugs in specific 
patient subgroups or symptom complexes within the broad diagnostic category 
of schizophrenia. Additional studies focus on the effectiveness of these drugs 
in the treatment of nonhospitalized schizophrenic patients and in maintaining 
in the community patients released from the hospital on maintenance drug 
therapy. Several of the studies now underway will also develop new approaches 
to the measurement and analysis of drug effects in psychiatric patients. One 
project is determining whether chronic schizophrenic patients respond better to 
drug therapy if they are treated in a specialized active treatment center than if 
they are treated in a State hospital. 


2. Side effects 


Other current studies are investigating the relationship between the Parkin- 
sonian side effects produced by chlorpromazine and reserpine and the clinicai 
improvement produced by these drugs. Still others are concerned with the effects 
of these drugs on a variety of psychological functions, including reasoning, per- 
formance under stress, reaction time, perception, and complex psychomotor 
activities. 

8. Drug synthesis and screening 


Although the drug industry is actively synthesizing and testing a wide variety 
of chemical compounds for tranquilizing or energizing activity, a few drug 
synthesis projects are being supported in academic institutions to enable inves- 
tigators there to pursue fresh ideas and concepts, and to develop new methods 
for the synthesis of potentially useful psychiatric drugs. A number of the proj- 
ects now being supported which deal with the effects of drugs on animal behavior 
will provide information useful to the pharmaceutical industry in improving 
their methods for detecting better psychiatric drugs. 


4. Basic research 


A considerable number of research projects now underway deal directly with 
the way these drugs act on the central nervous system, at the biochemical or 
neurophysiological levels. Other studies attempt to define and clarify the ways 
in which these drugs modify behavior of animals or the psychological and 
physiological functioning of normal human subjects. 


5. Relationship of the Psychopharmacology Service Center research program 
to the total drug research activity of the country 

The American drug industry has been and is working intensively at syn- 
thesizing and testing drugs potentially useful in the treatment of psychiatric 
patients. While present methods used to identify such drugs with experimental 
animals are probably not ideal, the information on clinical effectiveness of these 
compounds is often inadequate to enable the real usefulness of the current 
screening methods to be determined. In attempting to improve our identify- 
ing and screening techniques, the Psychopharmacology Service Center program 
interacts with the work of the industry in several ways. First, the Psycho- 
pharmacology Service Center is able to support more complex and definitive 
clinical drug studies which will provide the necessary information for the evalua- 
tion of current animal screening methods. Second, through grant support and 
interaction with potential investigators, the staff of the Psychopharmacology 
Service Center can both assist the expansion of existing centers for the clinical 
study of psychiatric drugs and enable new research units to be formed, thereby 
increasing the total national effort in this direction. In addition the Psycho- 








-tro- 
the 


ical 


been 
arry 


date 
the 
con- 
tion. 
tive- 
tion. 
cific 
gory 
rugs 
ning 
drug 
ches 
One 
er to 
an if 


rkin- 
nicai 
fects 

per- 
10tor 


riety 
drug 
nves- 
-hods 
proj- 
avior 
oving 


with 
al or 
ways 

and 


gram 


syn- 
iatric 
ental 
these 
irrent 
ntify- 
gram 
sycho- 
nitive 
yalua- 
t and 
ology 
inical 
ereby 
sycho- 


FALSE AND MISLEADING ADVERTISING 217 




















pharmacology Service Center keeps in close contact with ongoing research in 
those areas which it is not supporting. Consultative services on problems of 
research planning have been made available both to clinical investigators con- 
nected with the drug industry and to investigators working independently or 
under grants from private foundations. 

The Institute is now supporting, through its research grants program, a total 
of 79 investigations in psychopharmacology for a total of $1,685,219. Since the 
Psychopharmacology Service Center’s program has been in existence for only 
a year and a half, results are not available from many of the studies now under 
support. 

In addition, the Psychopharmacology Service Center has established a tech- 
nical information unit to serve as a clearinghouse for data and scientific re- 
ports. The unit has collected approximately 3,500 articles on the use of drugs 
in psychiatry and the effect of drugs on human psychological functioning and 
animal behavior, plus a variety of articles on their side effects and mechanisms 
of action. This material is made available to interested investigators and is 
used in the preparation of review articles on various aspects of the field. In 
the above ways the Psychopharmacology Service Center acts to supplement and 
complement the considerable amount of ongoing research in psychopharmacology. 















B. OTHER INSTITUTE ACTIVITIES 


A number of research studies on the psychoactive drugs are also being con- 
ducted in the Institute’s own laboratories. These include electrophysiological 
and other studies which attempt to determine the parts of the brain on which 
these drugs act, as well as detailed studies of the behavioral effects of psycho- 
pharmacologic agents. In addition the Addiction Research Center at Lexing- 
ton, Ky., is studying these compounds for addictive properties. 

Clinical investigators at the Institute are comparing the effects of psycho- 
active drugs on intellectual, perceptual, and motor skills in the schizophrenic 
patients and normal individuals. Other studies are concentrating on the extent 
to which a patient’s life history affects his response to these compounds. 

The Institute is also planning to conduct controlled large-scale trials of the 
psychoactive drugs in a new research facility that is being activated this year. 
This facility will also provide a setting for studying the impact of drug therapy 
on mental hospital services and evaluating the need for increased hospital- 
community cooperation to promote rehabilitation of mental patients. 


















IV. CoNCLUSION 









We have seen that each of the major categories of new, or recently used, 
drugs which influence psychological function has potential therapeutic value. 
A few carefully controlled clinical studies have been made, and other such 
studies are now in progress. sut much additional clinical research needs to 
be done. In addition to their therapeutic potential, these drugs are also proving 
to be useful in basic laboratory investigations of the functioning of the nervous 
system. 

It is to be anticipated that the use of these drugs will continue, both in 
therapy and in research. New drugs and other derivatives of present drugs will 
undoubtedly appear, and be given trials. Scientific evaluation will continue. 
The interplay between research and clinical application should make it possible 
for these drugs to be appropriately used as a part of the total treatment program 
for many persons suffering from mental and emotional disorders. 












APPENDIX (REPRESENTATIVE LIST OF PSYCHOACTIVE Drucs Now AVAILABLE FOR 
PRESCRIPTION USE BY PHYSICIANS) 


A. TRANQUILIZERS 







1. Phenothiazine derivatives (psychomotor agitation) : 











Chlorpromazine Promazine 
Mepazine Thiopropazate 
Perphenazine Triflupromazine 
Proclorperazine Promethazine 
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2. Rauwolfia alkaloids: (psychomotor agitation) : 


Reserpine Rescinnamine 
Deserpidine 


3. Chemically heterogeneous tranquilizers (anxiety-tension states) : 
(a) Diphenylmethane derivatives: 


Azacyclonol Hydroxyzine 
Benactyzine Phenyltoloxamine 


(b) Substituted propanediols: 
Meprobamate Phenaglycodol 
(c) Miscellaneous compounds: 


Ethchlorvynol Methyprylon 
Methylparafynol Ectylurea 
Ethinamate Oxanamide 
Glutethimide Captodramin 


B. ANTIDEPRESSIVES (STIMULANTS) 


Iproniazid Methyl phenidylacetate 
Pipradrol 


ExuisBir 11. SUPPLEMENTARY MATERIAL BY Dr. IAN STEVENSON 


1. Examples of failure to emphasize adequate harmful side effects of drugs 


Drug A: Marketed across the country after only two clinical studies had been 
published, containing negligible mention of side effects. Harmful side effects 
of this drug subsequently published in : 

Journal, American Medical Asociation, 162 : 628, 1956. 
Journal, Americal Medical Association, 161 : 96, 1956. 
New England Journal of Medicine, 225 : 770, 1956. 
Journal, American Medical Asociation, 160: 1431, 1956. 

Drug B: Advertising represents the drug as having negligible side effects and 
complications, yet a report by a reliable investigator in the New York State 
Journal of Medicine, 57: 1742, 1957 (see also American Journal of Psychiatry 
114: 656, 1958), describes important and potentially dangerous side effects. 

Subsequent advertising of both these drugs had continued to neglect or mini- 
mize side effects. 


2, Use in advertising of uncontrolled investigations with neglect of negative 
studies and controlled experiments 

Drug A. Marketed after only two published clinical reports of its effective- 
ness. Advertising has continued to quote from uncontrolled and impressionistic 
observations and to neglect mention of two controlled studies of this drug which 
show that it is not more effective than a blank placebo or a much cheaper 
barbiturate. 

(Editorial: British Medical Journal, Nov. 24, 1956, 1227) 


“Toxic EFFECTS OF MEPROBAMATE 


“The sedative drug meprobamate (Miltown, Equanil) is beginning to be widely 
prescribed in Britain. It is a drug which has been accepted everywhere in the 
United States both by doctors and by the public, to whom surprisingly enough 
it is advertised. Last March a drugstore in Los Angeles displayed a large 
advertisement, ‘Yes, we have miltown.’ It has been praised almost daily in the 
press, on the wireless, and on television, the particular claim being that it is 
specially suited for the relief of tension, anxiety, and insomnia, since it is 
almost free from side effects. What is happening now is that the side effects 
and undesirable actions are being discovered and recorded. Meprobamate has 
caused severe and widespread skin reactions. H. T. Friedman and W. L. 
Marmelzat’* describe five cases in which mainly purpurtic rashes were seen. 
These were accompanied by severe itching, and appeared first in the area of the 
pelvie girdle, the genitalia, and groin. They say that one 400-milligram tablet of 


1 Friedman, H. T., and Marmelzat, W. L., J. Amer. Med. Assoc., 1956, 162, 628. 
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meprobamate may produce the skin lesions in less than 4 hours. In addition 
they report 3 cases in which the drug produced not sedation but excitement, 1 
case of excessive peristalsis and diarrhea, and 1 case of palsy of the extra- 
ocular muscles with diplopia. W. J. Carmel and T. Dannenberg? also describe 
3 cases of purpura, oedema, and erythema observed within 3 months. A patient 
after taking two tablets suffered from generalized pruritus with petechial derma- 
titis over the thighs and inguinal region, later affecting arms, hands, and feet. 
The thighs and buttocks were diffusely swollen and erythematous. This record 
is characteristic of the others. F. I. Gottlieb* has also described a case of a 
woman of 42 who, after a third tablet, developed a widespread hemorrhagic 
rash on the axillae, breast, abdomen, thighs, and legs. She had a rise of tem- 
perature together with chills and some oedema. After 4 days she had wide- 
spread purpura. These results strongly suggest that meprobamate belongs to 
the class of compounds which can release histamine in the body. F. Lemere‘ 
considers that meprobamate is habit forming, since patients become dependent 
on it and cannot continue without it. Six patients who had been formerly addicts 
to alcohol and barbiturates refused to continue taking meprobamate because 
they did not want to become addicted to it also. 

“In the journal this week Drs. E. D. West and A. F. da Fonseca report some 
controlled trials with meprobamate. In one of them they compared it with so- 
dium amylobarbitone in the treatment of 51 patients with psychoneurosis and 
found the results were almost the same. But the authors add that some few 
patients did benefit from meprobamate only and others from sodium amylobar- 
bitone only. Transient urticarial rashes occurred in five of their patients. 
Meprobamate has the disadvantage of costing the hospital dispensary 24 times 
considerations suggest that claims made for meprobamate that it is the ideal 
as much as an equivalent therapeutic dose of a short-acting barbiturate. These 
drug for the treatment of insomnia, tension, and anxiety should be accepted 
with great reserve.” 

Disagree with Dr. Kline as to— 

(a) Capacity of physicians to evaluate drugs. 

Many examples show their failure to do this: Bleeding, purging, blister- 
ing; diet for ulcer, recently studied ; many surgical operations. 

(b) That the market place is the best place for the test of a drug. Al- 
cohol, tobacco, different brands of aspirin, at least one well-known tran- 
quilizer, spa treatments. 

Advertising will not be continued unless it is valuable, but medical treat- 
ments may be. 

3. Examples of use of dramatic, pictorial, and symbolic techniques of adver- 
tising. 

(1) Symbolic techniques. Snow in the woods, alpine mountains and lakes 
to suggest serenity and link this with the tranquilizer named. Many such 
advertisements contain almost no expository verbal content. 

2) Pictures of patients disturbed, depressed, anxious, and subsequently ra- 
diantly cheerful with implication that they have been transformed by the drug 
advertised. Word pictures similarly drawn; brief cases histories. 

(3) Phrases of dramatic impact, torn out of context and run as leads to and 
advertisement. 

Now “care of the man rather than merely his stomach” in ad for a tran- 
quilizer combined with anticholinergic drug quoted from a book, the authors 
of which have spent years studying the influence of suggestion and who have 
protested the uncritical widespread use of many drugs having no value. 

Drug B: Marketed with wide advertising as having “normalizing” effects. A 
recent article in American Journal of Psychiatry, 111: 656, 1958, reported a 
study in which this drug was found relatively ineffective compared to other 
preparations in its group. 


3. Use of dramatic, pictorial, and symbolic techniques of advertising 
Examples provided of drugs C, D, E. 


4. Use of quasi-scientific manner of presenting advertising material 


Example of drug F. 


2Carmel, W. J., and Dannenberg, T., New England J. Med., 1956, 255, 770. 
2 Gottlieb, F. I., J. Amer. Med, Assoc., 1956, 161, 96. 
‘ Lemere, F., ibid., 1956, 160, 1431. 
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5. Oversimplification of psychiatric treatments in advertising with implications 
that tranquilizing drugs are sufficient by themselves 
Examples taken from advertising material for drug B. 
Additional reference: West, E. D., and da Fonseca, A. F., controlled trial 
of meprobamate, British Medical Journal, November 24, 1956, 1207. 


USE OF QUASI-SCIENTIFIO MANNER OF ADVERTISING 


Drug F: Advertisement in free medical journal given to physicians, but con- 
taining scientific articles. Advertising generally considered to be conforming 
to lower standards than in other medical journals. However, the major drug 
firms use these journals for their advertising. Why should they pursue two 
standards of advertising when these are permitted? 

This advertisement contained seven references: 

1. In press. 

2. Published, but article contained no controls and longest period of ob- 
servation was 6 months although ad said drug could be used over long 
periods of time. 

3. In press 

4. Published and competent with controls but misrepresented in the 
advertisement. The author emphasized the point that the drug studied did 
not offer greater freedom from complications or recurrences than placeboes 
(blank pills), yet the advertisement implies that it does. 

5. Personal communication to the drug manufacturer. 

6. Personal communication to the drug manufacturer. 

7. Personal communication to the drug manufacturer. 

In other words of the 7 references listed, 5 were inaccessible for practical 
purposes. Of the 2 which were accessible, 1 was an entirely inadequate study. 
The one careful study quoted and accessible was seriously misrepresented as 
saying something the author never said and in fact he had said the opposite. 


ExuHrzit 12 
[Reprinted from JAMA October 12, 1957, pp. 657-661] 


*TWIXT THE CUP AND THE LIP 


Harry F. Dowling, M. D., Chicago 


The development of a drug is an intricate process, involving researchers, 
manufacturers, clinical investigators, and many others. All of the information 
obtained about the drug must be brought to the practicing physician, who is the 
one to prescribe or administer the drug, and it is important that this information 
be timely and accurate. In the evaluation of new drugs, the practicing physician 
should do three things. First, he should learn the mechanism by which the 
drug works, rather than the results somebody says it will produce. By learning 
the generic name, the physician can understand much about the drug. Second, 
when asked by a patient to prescribe a drug that is not indicated, the good 
physician explains rather than prescribes. Last, doctors should read phar- 
maceutical advertisements critically, and not be hesitant to write to editors of 
journals as well as drug manufacturers when they question the truth. Only in 
these ways can the medical profession advise and assist such a dedicated 
organization as the Food and Drug Administration to properly judge the merits 
of a drug. 

Drugs are discovered, manufactured, and tested by scientific methods. On 
the other hand they are produced and marketed through a blend of personal 
and social motives; they are prescribed by doctors with varying knowledges and 
skills, and they are taken by patients who have different degrees of information, 
interest, and precision. Drugs are brewed in the cup of science, they are drunk 
through a patient’s lips, and “there’s many a slip twixt the cup and the lip.” 

Scientific attention is usually turned toward the discovery of drugs; in the 
present paper I shall consider the path from their development to their use. 
As an example, let us take chlortetracycline, one of the first antibiotics to be 
produced by a pharmaceutical company. After screening hundreds of speci- 
mens of soil, Duggar isolated Streptomyces aureofaciens, in the fall of 1945. 
Its in vitro antibacterial activity was demonstrated later in the same year. 
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Preparation of crude concentrates that protected animals against bacterial 
infections required an entire year, and further purification and initiation of 
large-scale production required nearly 2 years more. It was not until Septem- 
ber 1948 that clinical tests were considered adequate for submission of the data 
to the Food and Drug Administration. Approval by this agency was granted in 
October 1948, and chlortetracycline was finally marketed on December 1, 1948.’ 

The path of a drug from cup to lip, which took over 3 years in the case of 
chlortetracycline, is shown in figure 1. Basic research by medical schools, phar- 
maceutical companies, and others leads to the discovery of a new drug. It is 
produced in a form suitable for administration by the pharmaceutical manufac- 
turer. Its efficacy must then be tested in vitro, and its efficacy and toxicity, in 
lower animals. If these tests are satisfactory, the drug is tried in patients by 
investigators outside of the pharmaceutical industry. The accumulated in- 
formation is then submitted to the Food and Drug Administration for approval 
or to the National Institutes of Health in the case of biological products. When 
approval is forthcoming the drug can be packaged, advertised to the profession, 
and sold. At the same time, investigators who have tried the drug in patients 
are informing the medical profession when and how this drug should be used. 
All of these paths lead a single goal: administration to patients. This benefits 
the patient through the prevention, amelioration, or cure of disease and brings 
profits to the pharmaceutical industry and related groups. These twin benefits 
act as sources of energy to start the process over again. 


Ree IT TR, 
fier ee ee 


Toxit;~ 
metfective or 
* superfluous - 


Tanic, ineffective 
or superfluous 


FicurF 1.—Diagonal lines refer to the pharmaceutical industry ; horizontal lines, 
to the investigators in medical schools and hospitals, and stippled areas to 
other groups (Government agencies, the practicing physician, and the patient). 
This system is an outstanding example of man's genius for organization. It 

has been developed by idealistic motivation, aleng with down-to-earth planning ;: 

it balances the interests of scientist, investor, producer, physician, and patient. 

And it has filled the cup to overflowing. The number of effective drugs is 

beyond the highest hopes of a century ago and is increasing all the time. In 

the 30-vear period from 1905 to 1935 new drugs were introduced into the United 


‘Hardy, S. M.. Lederle Laboratories division. American Cyanamide Co.: Personal com- 
munication to the author 


Nore.—From the Research and Educational Hospitals and the Department of Medicine 
University of Illinois 


Chairman's address, read before the section on experimental medicine and therapentics 
at the 106th annual meeting of the American Medical Association, New York, June 4, 1957. 


25489 O—58 15 








222 FALSE AND MISLEADING ADVERTISING 


States Pharmacopeia at a rate that averaged 6 per year, while in the succeeding 
20 years the average yearly rate was 37.” 

Yet the system, like all systems, can be perverted. The process of fundamental 
research, followed by the development of worthwhile new products and the 
suecessive stages necessary to bring them to the patient, is a long one. The 
desire to help the patient and the desire for profits provide sufficient energy 
to power the process; but some have discovered that if this energy is applied 
at a later stage, the path from profit back to profit again can be speeded up. 
This is shown in figure 2. Energy, instead of being directed toward research 
and the discovery of new drugs, is frittered away on dozens of unimportant 
modifications designed to compete with drugs that are already available. One 
example of this is the marketing of mixtures of antibiotics. As of November 
1956, there were on the market 29 preparations containing 2 antibiotics, 20 
containing 3, 8 containing 4, and 4 preparations that contained 5 antibiotics 
apiece. I have shown elsewhere‘ that there is no good reason for the use of 
any of these 61 mixtures. 

If this trend continues, we shall soon reach the chuos that exists in Germany. 
According to a recent article in The Lancet,® there are about 6,000 proprietary 
preparations marketed in Western Germany, made by 565 different firms. Most 
of these preparations contain several or many substances; 5 or 6 is the rule, and 
more than 10 is not at all rare. One firm has put 22 different substances into 
1 tablet. It has become unfashionable to use one drug by itself. When the 
author of the article asked for ephedrine tables in a big hospital, he was told 
that these were no longer stocked. 

This sidetracking of energy within the system has further effects. When 
the drngs that are produced so protligally are tested in the laboratory, only 
those are eliminated that are obviously toxic. Drugs that are superfluous be- 
cause they duplicate the action of others that are already available and drugs 
that are of dubious effectiveness are continued in the process and eventually 
reach the market (fig. 2). For instance, 33 different antihistiminic drugs are 
being sold at present,’ all having practically identical actions but different names 
and dosages. Similar excesses can be found among other groups of drugs, 
especially the vitamins, the antispasmodics, and the tranquilizing drugs. 

At the next step in the process pressure is applied upon investigators to report 
that all the drugs recently produced are beneficial to patients, that they are 
better than existing drugs, and that they have fewer side effects. Since this 
tremendous multiplication of new drugs exhausts the existing facilities for clini- 
eal investigation, inexperienced investigators are cajoled into assessing drugs 
in patients. Some learn the proper methods and acquire a critical sense dur- 
ing the experience; most do not but unwittingly call a spade a diamormd—to the 
confusion of the Food and Drug Administration, the exasperation of the expe- 
rienced and honest investigators, the quick profit of that particular manufac- 
turer, and the loss of prestige of the medical profession and of the pharmaceuti- 
cal industry as a whole. 

Increased pressure is applied in turn upon the Food and Drug Administration. 
No words can speak too highly of the services rendered to physicians and patient 
alike by this dedicated body of public servants. Quietly and unobtrusively, 
patiently and honestly, they attempt to judge the merits of a drug solely on 
the evidence presented to them. Their problems, however, are similar to those 
of every regulatory agency of the Government: they hear one side of the story 
loudly and incessantly; they hear the other side only sporadically and feebly. 
It is the drug manufacturer’s business to present his viewpoint; it is to his 
interest to present it attractively and forcibly. The consumers, on the other 
hand, have no paid advances. Their viewpoint is presented by persons who 


2 Beal, G. D.. director of research, Mellon Institute for Industrial Research, and Griffiths, 
M. C., editorial assistant, Pharmacopeia of the United States of America: Personal com- 
munication to the author. 

* Welch, H., Director. Division of Antibiotics, Food and Drug Administration, U. S. 
Health, Education, and Welfare Department: Personal communication to the author. 

* Dowling, H. F.: Mixtures of Antibiotics, Journal of the American Medical Association 
164 : 44-48 (May 4) 1957. 

5 Medicine and the Drug Industry in Germany, from a correspondent, special articles, 
Lancet 2: 1304-1305 (December 22) 1956. 

* Holland, A. H., Jr., Medical Director, Food and Drug Administration, U. S. Health, 
Education, and Welfare Department: Personal communication to the author. 
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must spare time from everything else to do it and who are not usually well 
acquainted with these channels of communication. This is all the more reason 
why, in the field of the regulation of drugs, physicians and organizations of 
physicians, such as the American Medical Association, should make it their busi- 
ness to advise the Food and Drug Administration. 

The excess pressure is applied next to advertising. The description of the 
drug on the label and the circular accompanying the package must be accurate 
and well documented and must be approved by the Food and Drug Administra- 
tion. Advertising pertaining to a drug, on the other hand, is under the juris- 
diction of the Federal Trade Commission, who can stop a company from making 
a particular statement only if the statement constitutes an unfair or deceptive 
act. This opens the way for abuses. 

Within recent years the drug industry has discovered that the techniques that 
had been used so successfully in the advertising of soaps and toothpastes and 
of cigarettes, automobiles, and whisky could be used as successfully to adver- 
tise drugs to doctors. Advertising to doctors has become flamboyant, as shown 
by two-page gaily colored spreads in nearly every medical journal. Advertising 
has become incessant; nearly identical advertisements for a new drug appear in 
each day’s mail for weeks on end. Advertising is without question confusing. 
The multiplicity of trade names makes it difficult to remember the actions and 
uses of any. Richardson Evans, writing in the English National Reyiew in 1890, 
said: “Suppose a dozen people are in a small room. Two begin to talk to each 
other at the top of their voices. The others must either give up conversation or 
shout also. The result is that no one hears as well as before and that comfort 
is at anend. Soit is with advertising * * * ”* Advertising to doctors has now 
reached this peak, and we are deafened by the din. 

This leads us to the next step in the process: the use of drugs by the practicing 
physician. The doctor’s sources of information include textbooks, journals, and 
speeches, written or delivered by those who have studied the drugs in labora- 
tories and in patients. Most practicing physicians do not see a sufficient number 
of patients with any one disease to make a critical trial of a new drug them- 
selves. When the drug becomes available the most they can do is to acquire 
skill in its use. If this information is beamed clear and true to the doctor, he 
is willing to listen to the commercials and patronize those who have, through 
their investments and their foresight, brought the drugs to him. But today the 
commercials are so loud, incessant, and brash that they jam the channels of 
communication. The bewildered physician prescribes by suggestion and not from 
information. 

At this point the reader will say: “Well, even if this makes the physician a 
shifting weathervane and the patient an unwitting guinea pig, the writer must 
be an ingenuous idealist to expect the pharmaceutical manufacturers to change 
their methods so long as they are putting money in their pockets.” This last 
phrase is the key to the answer. You will recall that the twin sources of energy 
for the system are profits and benefit to the patient. It is already evident to 
most doctors, and it will soon become evident to the public, that energy has been 
diverted from the pathway that leads to the greatest benefit to patients. With 
the inevitable disillusionment that comes with the failure of each useless modi- 
fication to make any advance, the pharmaceutical industry will lose its prestige 
and with this will lose its financial backing. It will fall, and the medical pro- 
fession will be dragged down with it. Since such a catastrophe would involve 
doctor, industry, and patient alike, we may well look to see what each can do 
about it. 


*Turner, E. S.: The Shocking History of Advertising. New York, E. P. Dutton & Co., 
Ine., 1953, p. 169. 
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FicureE 2.—See figure 1 for key. 


To physicans I would say first: Keep informed. Learn the mechanisms by 
which drugs work, rather than the results somebody says they produce. Look 
for and remember the generic name, for this tells something about the drug, 
while the trade name tells nothing. Avoid substituting drugs for diagnoses. 

Furthermore, since advertisements for new drugs appear so quickly, some 
mechanism must be set up to bring authoritative information rapidly from in- 
vestigator to practicing physician. The challenge is thrown to medical societies, 
medical schools, and specialty groups; keep the profession informed. 

My second suggestion to physicians is, inform the public. As Vannevar Bush 
has said:* “* * * public opinion is not formed by the radio and the press or 
even by those who control these mediums. It is formed by that minute fraction 
of the population which thinks and speaks, by that small but powerful minority, 
disagreeing on every issue, arguing and ridiculing, which looks beyond the di- 
version of the moment and influences because it labors to understand.” With 
regard to drugs we are that “small but powerful minority,” and we must use 
every means to make our opinion known. When a doctor prescribes a drug for 
no reason except that the patients want that drug, the doctor is allowing the 
lay press to take over the job of health educator to his patients. The good 
physician explains instead of prescribing. 

My third suggestion to doctors is to reject misleading information and repudiate 
those who purvey it. Doctors should read advertisements critically. They 
should write to editors of journals and to drug manufacturers when they question 
the truth of an advertisement. They should not listen again to someone who has 
misled them once. They should prescribe as far as possible only those drugs 
made by companies with high standards of advertising and read only the journals 
that accept that kind of advertising. 

In the past the council on pharmacy and chemistry of the American Medical 
Association (now the council on drugs) has led the fight against false advertising 
by quacks and vendors of patent medicines. The battle front of today has shifted, 
and false advertising to the public is no longer the major issue. For the future 
the council needs to aline its forces against false advertising to the doctor. 

To pharmaceutical manufacturers, I would make three suggestions: (1) That 
they emphasize basic research and the discovery of new drugs and avoid minor 
variations of existing drugs; (2) that they weigh the proposals of their sales 

® Bush, V.: Professional Collaboration, Science, 125: 49-54 


(January 11) 1957. 
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departments in the light of advice from their scientific staffs and from competent 
impartial clinical investigators, and (3) that they revise their advertising 
methods. Advertising should not be premature; advertisements for a new drug 
should not appear before a single clinical article is published in a reputable 
medical journal. Advertisements should be in keeping with the dignity of the 
industry from which they come and the good sense of the profession to which 
they go. The time is already past due for reputable manufacturers to establish 
a code of ethics for advertising and abide by it. When this has been done the 
words “ethical manufacturer” will mean a manufacturer who works for the good 
of the public rather than meaning, as at present, one who advertises only to the 
medical profession, no matter how he advertises. 

The regulatory agencies of the Government function as impartial judges for 
the benefit of the consumer. Laws always lag behind actuality, and budgets 
are always deficient; but in spite of these limitations the regulatory agencies 
deserve great credit for keeping the present system from getting out of hand 
altogether. How can they do the job better? Certainly they should insist upon 
honest and thorough investigations by clinical investigators. They should in- 
quire how the cases were obtained for trial; were they selected out of a larger 
number of cases and, if so, by what criteria? Funds should be available to 
them for financing tests of drugs when the evidence submitted is equivocal or 
unconvincing. They should also be able to employ consultants to advise them 
in difficult cases. These agencies need the strong backing of the medical profes- 
sion; the patient’s welfare must be kept continually before them so as to count- 
eract the obvious pressures from the pharmaceutical industry. 

Many people believe that the laws should be amended so that the Food and 
Drug Administration can pass on the efficacy of a drug. At present, except in 
the case of the drugs that are certified, which include insulin and certain anti- 
bioties, the Food and Drug Administration cannot prohibit the sale of an inef- 
fective drug; its only recourse is to seize the drug as misbranded if a therapeutic 
effect is claimed in the circular that accompanies the package. This seems a 
roundabout way to protect the public. 

Furthermore, the present laws leave all advertising, except that which accom- 
panies the package, to a separate agency, the Federal Trade Commission. In 
spite of the excellent cooperation that exists between the two agencies, this is 
a cumbersome method which has not succeeded in giving adequate protection to 
the patient. Many people believe that the law could be enforced more efficiently 
and more completely if advertising as well as labeling were regulated by the 
Food and Drug Administration. 

My suggestions can be summarized in two words: “information” and “regula- 
tion’; prompt and exact information for the practicing physician from the inves- 
tigator, the professional societies, the medical journals and the specialty groups ; 
willingness on the part of capable investigators, teachers, and other leaders in 
medicine to spend time in spreading the truth about drugs; probity and sanity on 
the part of the manufacturers in keeping advertising factual rather than sugges- 
tive, direct rather than irrelevant, truthful rather than misleading; recognition 
on the part of the practicing physician that his is the final responsibility for the 
use of a drug and that he cannot give this decision over to anyone else. Regula- 
tion there must be for those who will not work from higher motives; regulation 
hy industry to the extent that it can be done; regulation by organizations of phy- 
sicians where they can help, and regulation by Government where the others 
fail to do the work. Let those who object to the third alternative strengthen 
the first two. 

These things should be done; these things can be done; shall we here agree 
that these things will be done? In the words of George Washington, “Let us 
raise a standard to which the wise and just can repair.” 


NoTE.—Research and Educational Hospitals, University of Illinois, 840 South Wood 
St. (12). 
This paper is being published simultaneously in the AMA Archives of Internal Medicine. 
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ExuisiT 13 


DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE, 
Foop AND Drug ADMINISTRATION, 
Washington, D. C., March 5, 1958. 
Hon. JoHN A. BLATNIK, 
Chairman, Subcommittee on Legal and Monetary Affairs of the Committee 
on Government Operations, George Washington Inn, Washington, D. C. 


Dear Mr. BLATNIK: In an effort to present all of the pertinent facts to you 
and the other members of the committee, I welcome this privilege of submitting 
additional information by letter for your consideration. 

In my testimony which ends at the middle of page 338 of the transcript, my 
final sentence is as follows: “So out of our 8 budgeted positions for New Drug 
Division, we have but 5 filled and 2 of those represent 4 half-time men.” I 
should like, with your permission, the record to show an additional statement 
as follows: 

Mr. Chairman, we have 5 physicians in our New Drug Branch whereas, in 
my judgment, ideally in terms of responsibility and current workload, I believe 
we should have perhaps as many as 12 or 15. While this may appear as an ex- 
cessive increase, careful analysis of the situation does not support such a con- 
clusion. For example, a considerable amount of literature research is necessary 
on the part of these individuals if they are to maintain an intimate and up-to-date 
medical knowledge of their respective fields and specialties. These individuals 
need more time for firsthand discussion with clinical investigators and attendance 
at research and medical meetings, so that they are aware of all of the latest 
work and current thinking of informed experts in medicine. Ideally, our new 
drug physicians should not have to work continuously under the pressure of the 
statutory time limit. While I appreciate the value of pressure and urgency 
in getting a job done, I nevertheless feel that continuous pressure without time 
for reflection or introspection inevitably leads to decreased awareness, if not frank 
dulling of the wits. Under such circumstances I think you will agree with me 
that inadvertent, but nevertheless, serious errors are apt to become more likely. 

Also, in my testimony at the bottom of page 338 and at the top of page 339, I 
have indicated that there are at least two factors which hamper our recruitment 
of physicans for our New Drug Branch. They are the unusual degree of scientific 
competence required of these people and the salary limitations which exist for 
these positions as currently allocated. Having given serious consideration to this 
problem during the past 4 years, I firmly believe that the interest of the public 
can best be served by seeking excepted appointments for our new drug medical 
personnel, so that men of recognized scientific achievement can be attracted and 
retained in this work. You are aware, I am sure, that many other governmental 
agencies have successfully resolved this problem by obtaining excepted appoint- 
ments which pay up to $19,000 per annum for their senior scientific personnel. 
The Public Health Service, Atomic Energy Commission, Department of Defense, 
Department of Commerce, the Veterans’ Administration, the National Science 
Foundation, and several other agencies as well, all are able to recruit and com- 
pensate their scientific leadership because of this advantage. I believe that the 
operations of the New Drug Branch are so critical in terms of human health that 
we can well justify an effort to place this entire group in excepted appointment 
positions. Further support for this point of view is contained in the Citizens 
Advisory Committee Report of 1955 which recommended “The stature, prestige, 
and salaries of the professional personnel who must bear the burden of passing 
on new drugs should be increased” (p. 42). I am enclosing a copy of this report 
for your information and perusal. 

In addition, there are several other key scientific jobs in the Food and Drug 
Administration, particularly in our Bureau of Biological and Physical Sciences 
which, in my judgment, deserve the same consideration. 

Sincerely yours, 
ALBERT H. Hotianp, Jr., M. D., 
Medical Director. 
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Introduction 


The purpose of this monograph is to describe 
the large variety of scientific facts needed to 
assess the public health and social problems that 
may result from widespread use of the tran- 
quilizing drugs (chlorpromazine, reserpine). 
From a review of several recent reports on the 
subject (1-3), it is quite clear that these drugs 
are being used in persons of all ages to treat not 
only a wide spectrum of psychiatric disorders 
but also hypertensive vascular disease and 
many other conditions. In addition, reports 
suggest that the tranquilizing drugs are being 
widely place of the 
barbiturates. 


used as sedatives in 


The tranquilizing drugs have been heralded 
in public affairs pamphlets (4) and in various 
periodicals as opening a new era in psychiatry 
To quote from an article in a recent issue of 


Time (5): 


The treatment of mental illness is in the throes of a 
revolution For the first time in history, pills and 
injections (of two inexpensive drugs) are enabling 
psychiatrists to (1) nip in the bud some burgeoning 
outbreaks of emotional illness, (2) treat many current 
cases far more effectively, and (3) in some instances 


reverse long-standing disease so that patients can be 


freed from the hopeless back wards of mental hospitals 
where they have been “put away’’ for years 

That these drugs are a potential force for 
much good and can open a new era in psy- 
chiatry, no one will deny. But, on the basis of 
the evidence available in the medical literature 
to date, we should also be aware (a) that there 
is a lack of data obtained from well-controlled 
studies which would permit us to assess the 
significance of many of the results reported, 
(b) that some of the facts reported with respect 
to complications indicate that these drugs are 
a potential source of danger, and (¢) that there 
is a lack of well-designed followup studies that 
would permit the assessment of many potential 
public health and social problems. To say the 
least, the widespread use of these drugs and 
the publicity being given to their accomplish- 
ments is currently adding much confusion to 
an already highly confused situation. It might 
be useful, therefore, to examine some of the 
major problems that the availability of large 
amounts of the tranquilizing drugs poses to the 
psychiatric profession, other branches of medi- 
cal practice, the epidemiologist, the social 
scientist, and the biostatistician 


Public Health Problem of the Mental Disorders 


To understand the concern of public health 
workers with the widespread use of the tranquil- 
izing drugs requires an understanding of the 
epidemiological approach to the study of 
disease as it affects population groups and the 
application of such knowledge to the control 
and/or prevention of disease. Gordon (6) states: 


There is a basic scheme by which the epidemiologic 
method is put to practical use in communicable and 
other mass disease. It involves, in order, a definition 


of the nature and the extent of the problem; a search 


for factors of causation of the disease and its distribu- 
tions, through study in nature of affected populations; 
the formulation of principles for a program of control 
based on demonstrated cause and directed towards 
prevention of death, defect and disability; and finally, 
field or statistical evaluation of results derived from 
control measures. 


Thus, the epidemiologist is interested in 
understanding those factors that explain how a 
disease develops in a population and that 
govern the rate at which new cases develop. 
He is interested also in understanding those 
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factors which determine whether the interval 
between onset and termination of a disease 
shall be long or short, whether a disease shall 
be acute or chronic, or, stated differently, in 
finding those factors which determine the rate 
at which disease is “arrested,” “cured,” or 
eliminated from the population by death or 
other means. Any therapeutic agent (drug, 
vaccine, antibiotic) which presents the possi- 
bility of being able either to prevent an illness 
per se or to prevent or ameliorate some of its 
disabling symptoms and consequences is of 
great public health significance, particularly 
when the diseases in question are responsible 
for as much disability and are as costly to 
society as the mental diseases. Clearly, the 
tranquilizing drugs have this potential. 

A point to be emphasized is that, for the 
therapeutic agent to be useful in attacking a 
public health problem on a large scale, it must 
first be ascertained that the drug is safe for the 
patient, that it does not produce more dis- 
ability than it prevents, and that it does not 
affect adversely the expectation of life of the 
patients treated with it. 

As Pickering stated in his presidential address 


to the section of experimental medicine and 
therapeutics of the Royal Society of Medicine 


(7): 


Before concluding that the change for better 
or for worse in the patient is due to the specific treatment 
employed, we must ascertain whether the result can be 
repeated a significant number of times in similar 
patients, whether the result was merely due to the 
natural history of the disease or in other words to the 
lapse of time, or whether it was due to some other factor 
which was necessarily associated with the therapeutic 
measure in question. And if, as a result of these proce- 
dures, we learn that the therapeutic measure employed 
produces a significant, though not very pronounced, 
improvement, we would experiment with the method, 
altering dosage or other detail to see if it can be 
improved. 


In effect, there must be evidence from carefully 
designed experiments and clinical trials which 
permits a scientific assessment of the agent. 

It is also important that public health admin- 
istrators interested in planning large-scale hospi- 
tal and community programs to cope more 
effectively with the mental disorders should 
anticipate the various health, economic, and 
social problems that may result as a consequence 
of the use of these drugs. 


Action of the Tranquilizing Drugs 


The significant action of the tranquilizing 
drugs is their ability to reduce motor activity, 
disturbed behavior, tension, and anxiety with- 
out producing sleep. The tranquilizing effect 
has been reported to be of value in the treatment 
of psychotic patients by diminishing disturbed 
behavior without preventing patients from 
continuing to take part in psychotherapy and 
in occupational, recreational, and other forms 
of therapy. It is further claimed that these 
drugs make accessible to psychotherapy pa- 
tients who otherwise might not have been 
accessible had these drugs not been available. 
Overholser (2, p. 182) summarizes a prevailing 
attitude toward the significance of the tran- 
quilizing drugs in the following statement: 


The general consensus seems to be that the significant 
thing about chlorpromazine is that it makes the dis- 


turbed patient calmer, although still clear, and he 
therefore becomes accessible to many forms of psycho- 
therapy: group psychotherapy, individual psycho 
therapy, any of the things of a rehabilitative or curative 
nature that go on in a hospital. 

The literature contains many illustrations of 
the significant differences found in ward be- 
havior of mental hospital patients following the 
introduction of the tranquilizing agents (1-3). 
Use of these drugs has resulted in a marked 
reduction in or elimination of not only motor 
excitement but the necessity for seclusion and 
restraint. There has also been a tendency on 
the part of medical staffs to reduce the use of 
electric convulsive therapy, insulin, and 
lobotomy. 

However, as Hoffman (8) points out in dis- 
cussing the effects of reserpine: 
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Rather than solving the difficult problems of the 
hospital treatment of the mentally ill, the availability 
of a drug such as this introduces grave problems for the 
conscientious hospital administrator, psychiatrist, and 
nurse. We believe it will be found that while the 
burdens of caring for the disturbed are lessened by 
reserpine, the challenge of providing appropriate addi- 
tional psychiatric treatment for those no longer dis- 
turbed will tax all of our ingenuity, skill, and resources. 
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It is with some of these problems that the 
remainder of this paper will deal. By the very 
nature of the state of our scientific knowledge 
regarding the etiology of the mental illnesses 
and the various therapies used to treat them, 
these problems will have to be dealt with 
primarily as questions to which answers must 


be found. 


Problems in Widespread Use of Tranquilizing Drugs 


Extent of Use 


Much has been written about the widespread 
use of the tranquilizing drugs. However, I 
know of no study that permits estimation of the 
proportion of persons who are on these drugs in 
the various age, sex, and diagnostic groups in 
mental hospitals, among the general population 
under treatment in outpatient psychiatric 
clinics or under the care of private psychiatrists, 
general practitioners, pediatricians, internists, 
and obstetricians. It would seem basic to our 
inquiry to find out how widespread is the use 
of the drugs, in what branches of medicine they 
are being used, on whom, and for what purpose. 


Safety 


Basic questions on safety of the tranquiliz- 
ing drugs are: 

How safe are these agents for the patient? 

How toxic are these drugs? 

What are their immediate as well as their 
long-range effects? 

How are these effects related to dosage? 

How should dosage be modified in relation 
to the various characteristics of patients, such 
as age, sex, race, type of psychiatric disorder, 
duration of illness, general physical state of the 
patient ? 

How long should patients be kept on these 
drugs? 

Because of their tranquilizing properties, it 
is important also to know about the psy- 
chological effects of the drugs—for example, 


production of depressive reaction with re- 


serpine—and the characteristics of the in- 
dividuals in whom these effects are most likely 
to occur. 


Chlorpromazine 


The large variety of toxic effects produced 
by chlorpromazine in man are well known. 
Among these are severe hypotension, dermatitis, 
parkinsonism, jaundice, and agranulocytosis, 
to name only afew. Because of the way many 
of the results are reported, it is difficult to 
compare incidence of complications between 
studies by age, sex, type of disorder, and so 
on. However, Freyhan’s data on the Delaware 
State Hospital population (9) give some in- 
dication of the frequency of the various com- 
plications reported in mental hospital patients. 
In 237 patients in a variety of diagnostic 
categories, 9.3 percent developed parkinsonism; 
14.3 percent, allergic dermatitis; 0.4 percent, 
diarrhea; 4.2 percent, constipation; 3.0 percent, 
jaundice; 12.7 percent, “‘toxic’’ reactions; and 
2.2 percent, miscellaneous other complications. 
A problem for the clinicians is determination 
of the implication of these complications for 
the selection of patients for treatment with 
these drugs and the indications for varying 
dosages and termination of treatment. 

Two points merit discussion. The first is 
that the dosages of chlorpromazine used in man 
impinge closely upon dosages that have been 
found to be lethal in animals. The approxi- 
mate 14-day LD-50 in rats has been reported 
to be 25 mg./kg. for intravenous administration 
(10) and 492 mg./kg. for oral administration 
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(11). With respect to this observation, Evarts,' 
in a recent memorandum, made the following 
comment: 


Toxic effects with chlorpromazine at therapeutic 
dosages in man are numerous, and occur with great 
frequency. Of interest in this respect is the fact that 
the dosages used in man impinge closely upon doses 
that have been found to be lethal in animals. It is not 
uncommon for human subjects to receive 50 mg./kg 
daily for several weeks, either by intramuscular or oral 
administration, The figures quoted above for the 14- 
day LD-50 in rats indicate that the 50 mg./kg. used in 
man is between the intravenous LD-50 in rats (25 
mg./kg.) and the oral LD-50 in rats (492 mg./kg.). 
The fact that the human dosage is in this high range 
may explain the common appearance of numerous toxic 
manifestations. 


To be sure, there are species differences in 
tolerance to various drugs and in the mortality 
resulting from them. However, Evarts’ com- 
ment does raise the question of whether the 
tranquilizing drugs may have an adverse effect 
on the expectation of life of persons treated 
with them. 


The second point is that there is a tendency 
to continue use of chlorpromazine despite the 
appearance of a complication, such as parkin- 
sonism. For example, several participants in 
the recent symposium on chlorpromazine and 
mental health (2) reported that patients who 
developed basal ganglion symptoms seemed to 
show “more improvement”’ and indicated that 
medication with chlorpromazine was continued 
in spite of the development of this complica- 
tion. Goldman (2, p. 93) reported: 


pushing the drug to the point of achieving 
parkinsonism response and, then treating the parkin- 
sonism with another drug ... which relieves the 
parkinsonism totally or almost totally. 


Ayd (2, p. 56) stated he had been debating 
whether or not he “should deliberately produce 
basal ganglion symptoms in patients with the 
object of increasing the improvement rate.” 
These comments raise the question as to 
whether the appearance of the parkinsonian- 
like syndrome is a good prognostic indicator 
and as to whether the drug should be pushed 
despite the development of this side effect. 


' Unpublished memorandum on psychiatric use of 
chlorpromazine and reserpine from Edward V. Evarts, 
M.D., acting chief, Laboratory of Clinical Sciences, 
National Institute of Mental Health, Bethesda 14, Md. 


Reserpine 


Reserpine is also known to produce a variety 
of side effects, such as parkinsonian symptoms, 
depressive reactions, confusion, loss of appetite, 
torpor, chilliness, tremulousness, nasal con- 
gestion, and diarrhea (1-3). Two of the 
important side effects are production of parkin- 
sonian symptoms in psychotics and the occur- 
rence of severe depressive reactions in patients 
on whom the drug has been used as an anti- 
hypertensive agent and in whom the primary 
focus of treatment was not for a psychiatric 
disorder. 

With respect to parkinsonism, Kline and 
Stanley (12) state that their general attitude 
has been “to press treatment despite parkin- 
sonian symptoms until the patient appears 
either on the road to recovery or gives evidence 
that a good response is unlikely.”’ As indicated 
above with chlorpromazine, this practice needs 
further evaluation. 

With respect to the development of depressive 
reactions, three papers in the October 29, 1955, 
issue of The Journal of the American Medical As- 
sociation reported on depression, anxiety, and 
psychosis apparently produced by reserpine and 
other rauwolfia products in patients being 
treated for hypertensive vascular disease. 
Muller and associates (13) reported that 7 of 93 
patients (7.5 percent) receiving rauwolfia for 
periods of 2 to 12 months developed a severe 
mental illness. Two of the 7 patients responded 
to reassurance and supportive therapy and 5 
required electric shock therapy. Schroeder and 
Perry (14) reported the occurrence of psychotic 
behavior with agitated depression in 5 patients 
receiving reserpine (the total number treated 
was not mentioned). 

Achor and associates (15) reported that emo- 
tional upsets developed in 10 of 58 patients 
(17 percent) during the course of their study, 
with 3 patients experiencing a “truly major 
depression.’’ One of these required electro- 
shock therapy, another was under psychiatric 
care for many months, and the third, who left 
town abruptly, was later discovered to have 
been hospitalized and under psychiatric care. 
These investigators also report that, in the treat- 
ment of 70 other hypertensive patients followed 
since January 1954, they encountered 15 
patients (21 percent) with depressed states. 
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Of these, 1 committed suicide, 1 attempted 
suicide, 2 required electroconvulsive therapy, 
and 4, prolonged psychiatric management. The 
remaining 7 patients had milder manifestations 
but had to be taken off treatment with rauwolfia. 
Achor and his colleagues comment: 

Because of the seriousness of this problem, nearly all 
patients with a depressive reaction have had psychiatric 
evaluation, and this problem is the subject of continuing 
investigation. We have been advised that all such 
patients had ample psychological background to render 
them susceptible to development of a depression. How- 
ever this may be, it is our present belief that Rauwolfia 
serpentina increases the vulnerability of these suscepti- 
ble persons to factors in their environment that may 
promote a depressive response. We believe that the 
seriousness and frequency of these reactions constitute 
a major contra-indication to the indiscriminate and 
unsupervised use of rauwolfia preparations in persons 
with essential hypertension. Since these drugs are 
quite useful in treating hypertension and since other 
side-effects attending their use are not serious, it would 
be most worthwhile if some means could be found to 
recognize, prior to beginning treatment, those patients 
who might become depressed. It is to be hoped that 
further study of this problem will shed light on how to 
avoid such distressing and disabling depressive reactions 

Thus, the fact that the use of rauwolfia 
products can produce such severe mental dis- 
orders with suicidal tendencies as a “‘side effect’’ 
in persons being treated for hypertensive heart 
disease, another major health problem, does 
pose a serious question. Furthermore, if these 
products are being prescribed as a sedative for a 
significant segment of the persons in the various 
age, sex, and occupational groups of our popu- 
lation, it is urgent that we learn more about 
other psychological effects of these drugs as well 
as their biological effects. For example: 

Are many persons in the industrial population 
on these drugs? If so, how are their reaction 
times and learning abilities affected? Are such 
persons subjected to higher accident risks than 
persons not on these drugs? 

Is it safe to permit persons to drive auto- 
mobiles while on these drugs? 

Are these drugs being used as a sedative for 
children? If so, how do the drugs affect 
“normal”’ psychological and emotional develop- 
ment of children? What effect do they have on 
learning processes, and so on? 

Do these drugs produce any damage or cause 
changes either in the central nervous system 
or in other organ systems so that persons receiv- 
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ing the drugs will be more susceptible to attack 
of mental disorders or other types of diseases? 

It would appear, therefore, that much more 
information is needed on the biological, physio- 
logical, and psychological effects of the tran- 
quilizing drugs at various dosage levels when 
they are used to treat psychiatric disorders, 
hypertensive vascular disease, and other medica] 
problems in the various age, sex, race, and occu- 
pational groups of the population. Because of 
the beneficial effects of these drugs, it is also 
worth exploring whether homologues can be 
synthesized which will not produce undesirable 
side effects 


Effect on State Hospital Populations 


Within recent years, much has been written 
about the serious problem posed to the Nation 
by the hospitalized mentally ill. Large numbers 
of persons are involved, and their disability 


Table 1. Distribution of mental hospitals by aver- 
age daily resident-patient population and type of 
control: United States, 1954 
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Type of control 


Average daily 


resident-patient Veter- 
population State County! #28 Ad Private 
minis- 
tration 
Total___- 226 47 39 324 
Under 25 4 2 143 
25-49 5 1 73 
50-99 6 5 66 
100-199 4 7 32 
200-299 1 15 2 s 
300-399 8 9 1 1 
400—499___ 6 l l 
500-999 oe 18 4 8 l 
1,000-1,999 60 I 22 
2,000—2,999 5% 3 5 
3,000-3,999 30 
4,000—4,999 14 
5,000—5,999 5 
6,000—6,999 4 
7,000-7 ,999 4 
8,000—8, 999 3 
9,000—9, 999 
10,000 and over 2 
Median - 2, 043 267 1, 343 30 
Source: Hospitals, The Journal of the American 


Hospital Association, Administrators Guide Issue, vol 
29, No. 8, pt. II, August 1955, and unpublished data 
from schedules submitted for the 1954 Census of 
Mental Patients 
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creates a serious economic problem for the 
patients themselves, their families, and society 
in general. The details of this problem have 
been discussed fully elsewhere (16-18). Some 
pertinent facts are summarized here. 

In the United States, there are 226 State, 47 
county, and 324 private hospitals for mental 
disease, as well as the 39 Veterans Administra- 
tion neuropsychiatric hospitals. The distribu- 
tion of these hospitals by average daily resident 
patient population during 1954 is given in 
table 1. The median population for the State 
hospitals is 2,043; for the county hospitals, 
267; for the Veterans Administration neuro- 
psychiatric hospitals, 1,343; and for the private 
hospitals, 30. 

As of June 30, 1951, there were 584,000 
patients, or 3.9 per 1,000 civilian population, 
resident in all hospitals for the prolonged care 


of the mentally ill in the United States. In a 
single year, the movement of patients in and 
out of these hospitals is considerable. For 
example, as of July 1, 1950, there were 671,000 
patients on the books and in the following 12 
months there were 266,000 admissions, making 
a total of over 937,000 patients under the care 
and supervision of mental hospitals during that 
vear. Discharges in the same 12-month period 
number 192,000 and deaths, 48,000. 

Between the years 1903 and 1951 the number 
of resident patients in these hospitals increased 
almost 4 times (from 150,000 to 584,000) 
whereas the general population only doubled. 
Thus, the number of patients per 1,000 popula- 
tion doubled, from 1.9 to 3.9 (fig. 1 and ap- 
pendix table 1). 

Figure 2 and appendix table 2 show the 
geographic differences in the United States in 
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the age-specific resident patient rates, that is, 
the proportion of the population in various age 
groups in a mental hospital as of the last 
decennial April 1950. The age- 
specific rates for resident patients increase 
quite rapidly with advancing age, from 34 per 
100,000 population in the age group under 15 
years to 1,726 per 100,000 in the age group 85 
years and over. 


census in 


The rates are consistently 
higher in the northeastern section of the 
country, where they rise from a low of 72 per 
100,000 population in the age group under 
15 years to 1,150 per 100,000 in the age group 
55-64 years to 2,282 per 100,000 in the age 
group 85 years and over. 

Figure 3 and appendix table 3 show the first 
admission rates for patients admitted to State 
mental hospitals in the United States in the 
years 1933, 1940, and 1950. During 1950, the 
first admission rate to the State hospitals rose 
from a low of 2 per 100,000 for persons under 
Figure 2. Number of resident patients per 100,000 
civilian population in all mental hospitals, by age 
and regions of the United States, April 1, 1950. 
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Figure 3. First admissions per 100,000 civilian popu- 


lation to State mental hospitals, by age, United 
States, 1933, 1940, 1950. 
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15 years of age to 87 in the age group 35-44 
vears, leveled off to between &5 and 90 for 
persons 45-64 years, and then climbed rapidly 
to a high of 205 at ages 65 years and over. 
Between 1933 and 1950, these rates showed 
no striking variations for the age groups under 
65 years. However, in the population 65 
years of age and over, the rate per 100,000 
increased from 157 in 1933 to 170 in 1940 to 
205 in 1950. 

Figure 4 and appendix table 4 show the age- 
specific first admission rates to State hospitals 
in 1950, by diagnosis. In the age range 15-49 
years, schizophrenia and manic-depressive psy- 
chosis predominate. During the next decade 
of life, the involutional, syphilitic, and alcoholic 
psychoses attain considerable importance. In 
the sixties, the cerebral arteriosclerotic and 
senile psychoses assume prominence, and these 
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Figure 4. First admission rates for selected diagno- 
ses, by age: State hospitals for mental discase, 
United States, 1950. 
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mental diseases of the senium continue to rise 
in frequency until the end of the life span. 

The characteristics of the resident patients— 
that is, the population resident in State mental 
hospitals om any one day—are considerably 
different from those of the first admissions. 

Although data on resident patients by age, 
sex, diagnosis, and length of stay are not 
available for the United States as a whole for 
1950, such data are available for selected 
States.” 

The resident patient curve specific for age 
and diagnosis yields interesting information 
with respect to age differences in resident 
patients with specified types of mental disorders 
(fig. 5 and appendix table 5). These differences 
might be highlighted by considering two im- 
portant diagnostic groups, the schizophrenics 
and patients with mental diseases of the senium. 
The schizophrenics constitute a high proportion 
of resident patients in all age groups whereas 


? California, Louisiana, Michigan, Nebraska, Ohio, 
Pennsylvania, and Virginia, 1950 


patients with mental diseases of the senium 
become a major problem only in the age group 
65 years and over. 

Although admissions of senile cases have in- 
creased greatly in the last decade, the resident 
population of mental hospitals consists largely 
of a slowly accumulated core of schizophrenic 
patients, who are admitted during youth or 
early maturity and stay, in many cases, for 
the rest of their lives. The turnover of senile 
cases is very rapid because of their high death 
rate. Thus, the median duration of hospital- 
ization for resident schizophrenics, who con- 
stitute about 46 percent of the resident popula- 
tion and 24 percent of first admissions, was 
10.5 years. For resident patients with mental 
diseases of the senium, who constitute about 
12 percent of the resident population and 26 
percent of first admissions, the median duration 
of hospitalization was 2.4 years. 

Although mental hospitals provide care and 
treatment for persons afflicted primarily with 


Figure 5. Resident patient rates per 100,000 civilian 
population for selected diagnoses, by age: State 
hospitals for mental disease, California, Louisiana, 
Michigan, Nebraska, Ohio, Pennsylvania, Virginia, 
1950. 
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the psychoses and for a smaller proportion of 
patients with other disorders, it should be 
emphasized that the patients constitute quite 
a heterogeneous population group of mentally 
ill persons, many of whom have superimposed 
or concurrent physical illnesses. Of the patients 
under treatment, primarily the new 
are in the acute stages of illness, 
whereas others are chronic, long-term residents. 
Some are quite young and others are quite old, 
and their diagnoses are varied. Although all 
socioeconomic classes are represented, the great 
majority of patients in the public mental hospi- 
tals are drawn from the lower strata of society. 


some- 
admissions 


Because of the magnitude of the problem, 
hospital administrators and public health, 
welfare, and governmental officials at the 
Federal, State, and local levels are interested in 
finding some way (a) to reduce first admission 
rates to these hospitals or (6) to effect a higher 
turnover of patients, that is, to increase release 
rates and to keep readmission rates low, thus 
eventually reducing the size of these popula- 
tions. Already mental hospital administrators 
have mentioned that they have noticed either 


a stabilization of resident populations or a 


tendency for some populations to decrease. A. 


recent letter from the Council of State Govern- 


ments * also raises this point. Although some 
of these trends had started some years ago, it 
is interesting that these questions have been 
raised more frequently since the tranquilizing 


drugs have come on the scene 

Although the tranquilizing drugs do possess 
some of the necessary properties of an agent 
that could mental 


hospitals by making it possible to treat more 


prevent admissions to 


patients on an outpatient basis, much more 


information is needed about the processes 
operating in society that lead to hospitalization 
before one can conclude that any significant 
proportion of a reduction in admissions to 
mental hospitals can -be 


tranquilizing drugs. The fact that reserpine 


attributed to the 


can produce severe mental disorders in patients 
manifest 
prior to the use of the drug also indicates that 


in whom these disorders were not 


* Communication from Sidney Spector, director, 
Interstate Clearing House on Mental Health, Council 
of State Governments, 1313 East Sixtieth Street, 
Chicago 37, Ill 
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it has a property of producing a condition which 
may require hospitalization. In addition, 
much more information is needed about the 
factors that contribute to improvement in 
patients and that lead to release from the 
hospital before any major portion of these 


differences can be attributed to the tran- 
quilizing drugs 
The explanation of trends in admission, 


release, death, and resident patient rates of 
mental hospital populations and of differences 
that may be found between corresponding rates 
in different States, regions, and countries is no 
simple matter. A mental hospital is a complex 
population unit to study. The composition of 
its patient population is a resultant of medical, 
social, economic, and administrative factors 
which have determined (a) current and past 
rates of first admissions to the hospital, (6) 
current and past rates at which patients are 
released to the community or die, and (ce) 
current and past rates* at which patients are 
readmitted to the hospital (19). Furthermore, 
a great variety of factors must be taken into 
account in order to explain adequately the 
observed differences. The etiologies of the 
major mental disorders are unknown, diagnostic 
methods are not fully standardized, and the 
relative efficacy of the therapies used to treat the 
mentally ill lacks careful statistical evaluation. 

Let us consider some of the questions raised 
by studies of indices of the type demonstrated. 


First Admission Rates 


First admission rates, long regarded as an 
incidence index for the psychoses, have been 
used to answer questions on whether there has 
been an increase or decrease in the incidence 
of specific disorders, that is, the rate at which 
Such 
however, no matter how carefully done, suffer 
from the limitation that the relationship 
existing between the number of persons hos- 


new cases develop (20, 21) studies, 


pitalized for a given disorder and the number 


‘ Kramer, M.: Some considerations of the population 
dynamics of mental hospitals with a discussion of 
research needed to evaluate the accomplishments of 
such hospitals. To be published in the Proceedings of 
Socio- Environmental 
Aspects of Patient Treatment in Mental Hospitals, 
December 13-16, 1955, Boston Psychopathic Hospital, 
Boston, Mass 


the Research Conference on 
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of persons in the population who have the same 
disorder but who never reach a mental hospital 
is not known. 

Hospitalization rates are a resultant of the 
incidence of mental disorder and of a series of 
factors that determine the number of persons 
who are admitted eventually to mental hos- 
pitals. These factors include availability of 
mental hospital beds; availability and usage 
of other community resources for diagnosis 
and treatment of mental disorder (for example, 


general hospitals with psychiatric treatment 
services, psychiatric clinics, and private psy- 
chiatrists); and public attitudes toward hos- 
pitalization. Therefore, to understand more 
fully the distribution and course of mental 
illness in the population, it is necessary to study 
rates of hospitalization in mental hospitals in 
relation to these factors. 

The following example illustrates why studies 
of the way the mental hospital is used by the 
community of which it is a part or, to borrow 


Figure 6. Average age-specific first admission rates per 100,000 civilian population, State mental hospitals, 
patients 65 years of age and over: Selected States, 1940 and 1950.' 
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a term from Clausen (22), studies of ‘‘paths to 
the mental hospital’ and, conversely, studies 
of “barriers’’ hospital administrators place 
between the hospital and the community are 
essential to our understanding of the natural 
history of mental hospital populations. 
Consider the changes in the first admission 
rate to State mental hospitals of the Nation 
for persons 65 years and over between 1940 
and 1950. In this 10-year interval the rate 
has increased from 170.4 per 100,000 population 


Figure 7. 
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65 years of age and over to 204.9, an increase 
of 20 percent. The actual level of this rate in 
the different States in 1950 showed striking 
variation. The rate varied from 416 per 
100,000 in New Hampshire to 74 per 100,000 in 
Kansas, with a median rate of about 200 (fig. 6 
and appendix table 6). 

The percentage increase in the first admission 
rate in the different State hospital systems of 
the Nation also showed striking variation (fig. 7 
and appendix table 6). 


Percentage change in age-specific first admission rates per 100,000 civilian population, State mental 


hospitals, patients 65 years of age and over: Selected States, 1940 and 1950.' 
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Of the 41 States included in this study, 30 
showed increases in this rate, 1 showed no 
increase, and 10 showed a sizeable decrease. 
The percentage increase varied widely, from 
174 percent in Texas to 4 percent in Florida 
to no increase in Virginia and to a 41-percent 
decrease in Maryland. 

What do these differences mean? Do they 
reflect true geographic differences in the in- 
cidence rate of psychopathology in this age 
group or do they represent differences in the 
way the different States handle the problems 
of psychopathology of the aged? Similar 
geographic differences can be shown in the 
age-specific first admission rates to mental 
hospitals in every age group. It is essential 
that we undertake studies to explain such 
differences if we are to understand who gets 
into the mental hospital, why he gets there, 
the way he gets there, and what relationship 
these events may have to his subsequent 
hospital stay and possible recovery. ‘To do 
this requires the development of practical case- 
finding methods and standardized diagnostic 
techniques for detecting and classifying various 
psychiatric disorders in the general population. 
Much research is needed to solve this difficult 
problem. 

It should be clear, therefore, that much 
careful epidemiological and social science re- 
search is needed before it can be determined 
what part the tranquilizing drugs may be 
playing in the reduction of admissions to mental 
hospitals. 


Separation Rates 


The advent of the tranquilizing drugs has 
also suggested the possibility that agents are 
now available that may make it possible to 
return more patients to the community. The 
interpretation of release rates from mental 
hospital populations and the many factors that 
may be responsible for them is quite a compli- 
cated problem The results of a study carried 
out jointly by the National Institute of Mental 
Health and the Warren State Hospital, Warren, 
Pa. (19), emphasize not only the complex nature 
of the problem but also the fact that even prior 
to the advent of the tranquilizing drugs, strik- 
ing changes had been occurring in the release 
rates of patients from mental hospitals 


In an attempt to unravel some of the prob- 
lems associated with obtaining meaningful 
measures of the rate at which patients are 
separated from mental hospitals, the National 
Institute of Mental Health cooperated with the 
Warren State Hospital in a longitudinal study 
designed to follow cohorts * of first admissions 
(groups of first admissions with specific charac- 
teristics) to answer a basic question: 

‘‘What has been the trend during the period 
1916-50 in the probabilities of separation from 
the hospital, either by release to the community 
or by death, within specified periods following 
first admission for patients of specific age, sex 
and diagnosis ?”’ 

For purposes of this study, patients were 
followed from the date of their first admission 
to the hospital to the date of the first significant 
movement out of the hospital. The “first 
significant movement out of the hospital” is 
defined as the date of first release to the com- 
munity on direct discharge or the date of dis- 
charge to convalescent care, whichever came 
first, or the date of death in the hospital. 
Patients admitted prior to 1946 were followed 
until January 1, 1951. Patients admitted in 
the period 1946-50 were followed until January 
1, 1954, so that each member of this cohort 
could be followed for at least 3 years. Essen- 
tially all of the patients admitted to the Warren 
State Hospital are committed. Voluntary ad- 
missions have been so infrequent as to be 
negligible. For example, in the year 1950, only 
3 of the 709 first admissions were voluntary. 

In this type of study, patients who have been 
released and then readmitted to the hospital 
do not reenter the study group. This is done 
not because of any disinterest in finding out 
what happens to discharged patients but be- 
cause it seems logical to determine first, ‘‘What 
are the chances of first release to the commu- 
nity?’ and then “What are the chances of 
released patients being readmitted to the hos- 


5 A cohort is a group of persons, each of w hom has 
some common characteristic It is a term commonly 
found in the literature dealing with statistical method- 
ology of followup studies. For example, in this study, 
cohorts of first admissions are identified by such com- 
mon characteristics as the year of admission to the 
hospital, age, sex, and diagnosis of a patient 
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pital?” The Warren State Hospital is carrying 
out studies which will follow the released 
patients in order to determine readmission rates 
and many other facts but these data will not 
be reported here. ° 

Some of the results of the study of separation 
rates from Warren State Hospital are shown in 
figure 8 (a) and appendix table 7, which present 
the hospital’s experience with all first admis- 
sions in the periods 1916-25, 1926-35, 1936-45, 
and 1946-50 with respect to the probabilities of 
being retained in first admission status, released 
for the first time, or dying in the hospital. 


The proportion of patients retained continu- 
ously in the hospital has decreased consistently 
from the earliest period in the study to the 
present. For example, among the patients 
admitted in the period 1916-25, 39 percent had 
been retained for 1 year as compared to 36 
percent in the 1926-35 cohort, 33 percent in the 
1936-45 cohort, and 28 percent in the cohort 
of 1946-50. 

The decrease in percentage of patients re- 
tained in the hospital has been accounted for 
primarily by the increased proportion of 
patients being released to the community. In 
the period 1916-25, only 39 percent of all 
patients had been released at the end of 1 year 
as compared to 54 percent within 1 year in the 
period 1946-50. Indeed, in this latter period, 
at the end of 1 year more patients were released 
than were released within 
former period 


5 years during the 
In none of the periods studied 
was the proportion of patients released within 
5 years after admission less than 50 percent, a 
much higher proportion than was believed 
would be the case 


the proportion of 


There was no difference in 
patients released among 
patients admitted in the period 1926-35 and 
1936-45. 

There has been little significant variation 
among the various admission cohorts in the 
overall proportion of patients dying in the 
hospital within a specified period following 
admission. The reason for this is that, although 
there has been marked reduction in the pro- 


portion of deaths among patients under 65 

* Israel, R. H., and Johnson, N A 
4,254 consecutive first admissions of schizophrenia 
Am. J. Psychiat. A 


Outcome of 


In press 
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years of age admitted to the Warren State 
Hospital, this has been counterbalanced by 
the high mortality in the increased proportion 
of patients aged 65 years and over now being 
Figure 8. Percentage of first admissions retained in 
the hospital, released, and dying in the hospital 
within specified periods following admission to 
Warren State Hospital, Warren, Pa., 1916-50, all 
mental disorders, both sexes: (a) all ages; (b) pa- 
tients under 65 years of age at time of admission; 
(c) patients 65 years and over at time of admission, 
All Mental Disorders - All Ages- Both Sexes 
OYING IN HOSPITAL 
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admitted. This is also shown in figure 8 (b and 
c) and appendix table 7, which present the 
experience of all first admissions under 65 
vears and 65 years and over, respectively. 

It is difficult to interpret the experience for 
all admissions because of the wide age range 
of the patients and the varying kinds of dis- 
orders presented by them. We might look, 
therefore, at the experience of patients classi- 
fied in three broad groups of admission diag- 
noses: (a) the functional psychoses, which 
include schizophrenia, manic-depressive psy- 
choses, involutional psychoses, and paranoid 
conditions; (6) syphilitic psychoses, which 
include general paresis and psychoses with 
other forms of syphilis of the central nervous 
system; and (c) mental diseases of the senium, 
which include cerebral arteriosclerotic and 
senile psychoses. The results are shown in 
figure 9 and appendix table 8. 

Figure 9 (a) and appendix table 8 show the 
experience of the functional psychotics. The 
proportion of such patients retained continu- 
ously in the hospital, particularly after the 
first 3 months of hospitalization, has decreased 
consistently in the last 30 years. Of patients 
admitted in the period 1916-25, 52 percent 
were still in continuous residence 1 year after 
admission as compared to 35 percent of those 
admitted in the period 1946-50. This has been 
due largely to increases in the proportion of 
patients released. Comparison of the earliest 
and latest cohorts shows that, within the first 
year after admission, the proportion of patients 
released has increased from 42 percent to 62 
percent and the proportion of patients dying 
has dropped from about 6 percent to 4 percent. 
Although the experiences of the first admis- 
sions of 1916-25 and 1926-35 were practically 
the same, patients admitted in 1936-45 and 
1946-50 experienced greater probabilities of 
release than those admitted in the two earlier 
periods. The greatest improvement has oc- 
curred in the cohort of patients admitted 
during 1946-50. Although, for patients with 
functional psychoses, the probability of death 
within 5 years following admission has always 
been relatively low as mortality in the mental 
hospital goes, the probabilities of death in the 
cohort of 1946-50 have been generally lower 


than those of previous cohorts 


The experience of first admissions with 
syphilitic psychoses is shown in figure 9 (b). 
There has been a marked increase in the pro- 





Figure 9. Percentage of first admissions retained in 
hospital, released, and dying in the hospital within 
specified periods following admission to Warren 
State Hospital, Warren, Pa., 1916-50, selected diag- 
noses, all ages, both sexes: (a) functional psy- 
choses; (b) syphilitic psychoses; (¢) mental diseases 
of the senium. 
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portion of patients retained in the hospital. 
This is a result of marked decrease in proba- 
bilities of death without corresponding increases 
in probabilities of release. This brings about 
an accumulation of patients who have been 
prevented from dying but who have not made 
sufficient improvement mentally to be released. 
If the 1916-25 cohort is compared with the 
1946-50 cohort within 1 year after admission, 
the percentage of patients released has in- 
creased from 14 percent to 39 percent and the 
percentage dying has dropped from 56 percent 
to 18 percent. This has resulted in an increase 
from 30 percent to 43 percent in the percentage 
retained in the hospital. A smaller percentage 
of patients are now dying within 5 years of 
admission to the hospital than used to die 
within 1 year of admission. 

Figure 9 (c) shows the experience of patients 
with mental diseases of the senium. This group 
is characterized by extremely high probabilities 
of death in the hospital and low probabilities 
of release. Currently, 36 percent of these 
patients die and 7 percent are released within 
3 months following admission. Within 1 year, 
these percentages increased to 53 percent dead 
and only 14 percent released. It is striking 
that there has been very little difference in 
this picture over the period of this study 
Analysis by broad age groups, under 75 years 
and 75 years and over, also shows no change. 

For patients with functional psychoses ad- 
mitted to the Warren State Hospital during the 
years 1946-50, these data demonstrate that the 
probability of release in the first year following 
admission was considerably in excess of the 
probability of release for patients with func- 
tional psychoses admitted during the preceding 
30 years.’ This finding in itself is extremely 
important. It provides facts for getting com- 
munity acceptance of the mental hospital as an 


’ Unfortunately, mental hospital statistics have not 
yet been sufficiently standardized to make it possible to 
compare the experience of Warren State Hospital with 
that of any other hospital in precisely the same terms 
However, such data as are available from other hospital 
systems suggest that trends similar to those seen at 
Warren State Hospital are occurring in other places 
See, for example, discussion of changes in release rates 
reported in the Proceedings of the Second Conference of 
Mental Hospital Administrators and Statisticians, pages 
2-4 and 32-35 (23) 
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active, dynamic medical facility and for doing 
away with the idea that, once a patient is com- 
mitted to a mental hospital, he is lost to his 
family and to society forever. 

At the same time, however, this finding raises 
many important questions that must be an- 
swered to provide a better understanding of the 
factors that have made it possible to return 
more patients to the community. For example, 
to what degree have the following been re- 
sponsible for this increase in release rates? 

1. The more intensive use of the various 
psychiatric therapies such as electroconvulsive 
therapy, insulin, group psychotherapy, and soon 

2. The kind of risk being admitted to the 
hospital now as compared to years ago, that is, 
the severity of the illness as well as the general 
physical well-being of the patients being ad- 
mitted now as compared to those admitted in 
years gone by. (For example, if current ad- 
missions contain larger proportions of better 
risks than formerly, perhaps the differences in 
release rates are merely a reflection of this fact.) 

3. Changes in the attitude of the staff toward 
the expected condition of the patients at time of 
release. 

4. Administrative factors, such as availability 
of medical, nursing, and other staff, and organi- 
zation within the hospital both on a staff level 
and a patient level. 

5. Changes in the community’s attitude and 
that of the patient’s family toward the mental 
hospital and the mentally ill 

Many variables must be considered in de- 
termining the effect of a specific therapy or of 
therapeutic programs on the release rates of 
mental hospital patients. Therefore, well- 
designed experimental studies are needed to 
evaluate the various therapies (shock, group, 
psychosurgery, and so on), singly and in combi- 
nation with each other and with various ancil- 
lary programs, before statements can be made 
about the effectiveness of a method of treatment 
or a treatment program. Such studies should 
include carefully defined diagnostic groups of 
patients, comparable control groups, carefully 
specified therapeutic plans and staffing patterns, 
and specific objective criteria for evaluating 
results of treatment and for 
condition at time of release. 
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the tranquilizing drugs on the outcome of treat- 
ment of the mentally ill emphasize quite sharply 
the need for clarification of what constitutes 
psychiatric treatment and of the objectives of 
treatment within the hospital setting. If hy- 
potheses with respect to the effectiveness of 
these drugs in accomplishing the goals of hos- 
pital treatment are to be tested, it is essential 
that experiments and studies be devised that 
will permit assessment of the effectiveness of a 
treatment method without use of the tranquil- 
izing drugs and of the effectiveness of the same 
method when the drugs are used. Indeed, care- 
ful evaluation of the existing psychiatric thera- 
pies becomes all the more essential and urgent 


This is particularly important in psychotherapy 
since the many statements being made about the 
promise of the tranquilizing drugs have empha- 
sized that these drugs make patients more ac- 
cessible to this form of therapy. 


Staffing Patterns 


The fact that the tranquilizing drugs make 
“the disturbed patient calmer although still 
clear and he therefore becomes accessible to 
many forms of psychotherapy: group psycho- 
therapy, individual psychotherapy, any of the 
things of a rehabilitative or curative nature 
that go on in a hospital’ (2, p. 182) raises 
some serious questions. Among these are: 


Table 2. Personnel employed full-time, and reported vacancies, by occupation, State hospitals for mental 
disease: United States, 1951 ' 


Occupation 


Full-time employees 


Superintendents and physicians 
Superintendents and assistant superintendents 
Clinical directors 
Psychiatrists 
Other staff physicians 
Psychiatric residents 
Medical interns 


Dentists 

Dental assistants 

Psychologists and psychometrists 
Pharmacists 

Clinical assistants 

Laboratory and X-ray technicians 
Graduate nurses 

Other nurses and attendants 


Therapists and assistants 

Occupational therapists and assistants 
Hydrotherapists, physiotherapists, and assistants 
Industrial instructors and supervisors 
Other therapists and assistants 


Social workers 
Psychiatric social workers 
Social group workers 
Other social workers 


Dietitians 

All other professionals 

Business managers, stewards and assistants 
Clerical employees 

Other employees 


' Statistics based on reports from 201 State hospitals 


State hospitals 


Total Positions | Reported 

filled vacancies 
121, 320 110, 713 10, 547 
3, 146 2, 408 738 
354 328 26 
144 114 30 
1,518 1, 085 433 
600 485 115 
399 299 100 
131 97 34 
309 239 70 
283 208 75 
447 381 66 
195 175 20 
122 79 43 
799 701 98 
6, 061 4, 548 1,513 
66, 301 61, 322 4, 979 
3, 254 2, 729 525 
1, 832 1, 506 326 
474 361 113 
478 458 20 
470 404 66 
1, 103 902 201 
838 681 157 
86 69 17 
179 152 27 
320 250 70 
484 416 | 68 
348 335 13 
5, 690 5, 436 254 
32, 458 30, 644 1, 814 


Source: U. 8. National Institute of Mental Health: Patients in mental institutions: 1950 and 1951. Wash- 


ington 25, D. C., U. 8. Government Printing Office, 1954. 
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Table 3. 


Average 
daily 
resident 
patient Total 
population', employees 


Total 


Year 
employees 


1951 110, 773 494, 975 4.5 
1950... ..- iss 105, 817 479, 709 4.5 
1949__ —— 99, 076 471, 260 4.8 
1948. 87, 572 458, 769 5.2 
1947 __- 77, 725 439, 215 5.7 
1946 _ 70, 962 438, 218 6.2 
1945 63, 303 430, 760 6.8 
1944_ 59, 515 418, 287 7.0 
1943 61, 083 414, 376 6.8 
1942. 66, 416 423, 387 6.4 
1941_ 70, 732 406, 819 5.8 


! For hospitals reporting personnel data only 
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Selected ratios of patients to personnel employed full time in State hospitals for the prolonged care 
of psychiatric patients: 


United States, 1941-51 
Ratios of patients to personnel 


Other Psycholo- 


? Excludes superintendents, assistant superintendents, and medical interns 


Source: U. S. National Institute of Mental Health 
Government Printing Office, 1954 


How should staffing patterns be changed ? 

How will existing staffs have to be retrained ? 

How many additional, or perhaps fewer, 
personnel will be required to do the job that 
will need to be done in the new milieu being 
created by the tranquilizing drugs? 

A large number of persons with a variety 
of training, skills, and experience are required 
to provide for the treatment, care, and housing 
of the hospitalized mentally ill. As of the end 
of 195i, more than 110,000 persons were em- 
ployed to take care of the needs of the 500,000 
patients in the long-term State mental hos- 
pitals, a ratio of 4.5 patients per employee 
The distribution of these employees by occu- 
pational class is given in table 2 

The data available on a national level con- 
cerning mental hospital employees are quite 
limited. For the most part, they consist of 
ratios of patients to personnel and some gross 
rates of of various 
personnel. Nevertheless, 


turnover categories of 
data indicate 
that there is a lack of qualified personnel, 
particularly psychiatrists, other physicians, 
nurses, attendants, psychiatric social workers, 
and psychologists. 


these 


Table 3 shows the trend in 
ratios of patients to selected categories of 
personnel in the years 1941-51 in the long-term 
State hospitals. 


Washington 25, D. C 


Physi- Graduate 7 Social gists and 
cians ? nurses nurses and workers »s ychom- 
attendants ee 

249. 6 108. 8 8.1 548. 8 1, 299. 1 
259. 9 104.9 8.2 631.2 1, 432. 0 
280. 0 109. 5 8.4 661.9 2, 022. 6 
291.7 120. 8 9.5 659. 2 2, 414.6 
304. 6 137. 6 10. 4 706. 1 3, 378. 6 
330, 7 156. 7 11.5 901. 7 5, 279. 7 
384. 3 166. & 13.0 1, 050. 6 6, 242.9 
391.3 152. 2 13. 4 1,121.4 5, 503. 8 
343. 0 143. 8 13.0 1, 170. 6 6, 184. 7 
351.7 133. 6 | 11. 6 1, 015. 3 6, 226. 3 
293. 9 109. 9 10. 1 928. 8 5, 982. 6 

Patients in Mental Institutions: 1950 and 1951. U. 8 


Although there has been considerable im- 
provement ratios since the end of 
World War II, the situation leaves much to be 
desired. As of the end of 1951, the following 
patient-personnel ratios existed in four principal 
categories of personnel: 


in these 


Number 


patients 


per 
Type of personnel em ployee 
Physicians (psychiatrists and others 250 
Graduate nurses 109 
Attendants and psychiatrie aides x 
Social workers tots . 549 
Psychologists and psychometrists 1, 299 


In addition to inadequate numbers, the turn- 
over rate for personnel is quite high. The 
Council of State Governments studied these 
rates of turnover during 1949 as measured by 
the ratio of separations within a given personnel 
category to the maximum number of positions 
filled during the year. The summary table from 
the council’s report (1/6) is included as table 4 


The council commented as follows: 


The turnover of personnel in State hospitals in 1949 
was relatively high in comparison with turnover rates ir 
other types of public employment. The average annual 
for 


for attendants, 55 percent 


rate of turnover for physicians was 28 percent 
graduate nurses, 34 percent 


and for social workers, 17 percent. This situation is 


particularly unfortunate from the standpoint of th 
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Table 4. Rates of turnover for selected positions in State hospitals for the mentally ill, 1949 


aac 


Item 


Total hospitals queried 
Number hospitals replying - 
Hospitals without employees 

Rate of turnover (percentage) :! 

0 

1-19 

20-29 

30-39 

40-49 

50-59 

60-69 

70-79 

80-89 

90-99 

100 or more 


Median turnover rate for hospitals with employees 
(percentage) 


Number of hospitals, according to rates of turnover 
for selected positions 


For physi- | For gradu- For social For at- 
cians ate nurses workers tendants 
187 187 187 187 
180 181 175 169 
25 7 
37 25 Ot aca 
37 32 4 22 
36 16 14 19 
25 23 17 26 
8 7 6 24 
13 18 10 19 
12 11 8 15 
3 3 2 8 
4 1 4 8 
2 l 9 
3 AY 16 19 
| 
24.4 37. 6 21.4 47.3 


' Ratio of separations within a given personnel category to the maximum number of positions filled during 


the year. 


Source: Council of State Governments: The mental health programs of the forty-eight States. A report to 


the Governors’ Conference. Chicago, 1950. 


patient's care and treatment. Frequent changes in the 
staff, in no matter what category, are deleterious to the 
patient’s sense of stable care, and can go a long way in 
undoing the good effects of the treatment which he re- 
ceives. Moreover, a person familiar with the routine of 
a hospital and the duties required of bim is a more useful 
employee. Conversely, the employee who remains but 
a short time cannot be utilized to his full potentialities. 
Time and money spent in training new employees is 
wasted when the employee does not remain long enough 
to be productive... . 

The matter of turnover of attendants is most serious. 
Not only is the average rate of turnover higher for this 
class of personnel than for others, but usually the at- 
tendant receives his training only at a hospital and on 
the job. While it would be hoped therefore that the 
attendant would remain for a substantial period of time 
after having received training, this is often not the case 
The real problem, aside from the time and expense in- 
volved in training new attendants, is the fact that the 
attendant is the person who has closest contact with the 
patient. He is in a position to gain the confidence of the 
patients if he remains with them. If attendants are 
changed frequently, the effects on the patients threaten 
their improvement or recovery. 


Much research must be done to determine the 
kinds of personnel needed to provide the best 
possible care and treatment for the mentally ill 
and how to stabilize the personnel in the new 


hospital milieu that the tranquilizing drugs are 
creating. 


Followup Studies 


Answers to the many questions raised above 
will supply only a part of the armamentarium 
needed to treat more effectively the hospitalized 
mentally ill. Not only must we learn more 
about what happens to patients while they are 
in the hospital, we must determine what hap- 
pens to them upon their return to the com- 
munity. Adequate followup studies of dis- 
charged mental hospital patients are practically 
nonexistent (/8, 24). To assess more completely 
what a course of hospitalization has accom- 
plished, answers are needed to the following 
questions: 

Of patients who have returned to the com- 
munity, how many relapse and how soon ? 

How ure relapse rates related to diagnosis, 
sex, age on admission, length of hospitalization, 
therapy? 

Of patients who need further treatment, how 
many have to be returned to the hospital and 
how many can be treated in outpatient 


services ? 
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What social and environmental factors en- 
countered in the extrahospital world by dis- 
charged patients are related to relapse or suc- 
cessful readjustment ? 

The introduction of the tranquilizing drugs 
adds further complications to this problem. 
For example: 

How should dosage levels used in the hos- 
pital be modified up to time of release? 

When the patient is released, on what dosage, 
if any, should he be maintained ? 

What problems are posed for the family by 
the use of these drugs? 

What information should the family be given ? 

What resources in the community are needed 
adequately to follow up these patients to pre- 
vent the development of serious complications 
in the patient, to detect complications when 
they have developed, and to take appropriate 
steps (a) to safeguard the patient, his family, 
and the community, and (6) to facilitate the 
readjustment of the the 
hospital world ? 


patient to extra- 

Another series of problems to be considered 
are those that can result from the release of the 
long-term patient. Of the patients in State 
mental hospitals on any day, about 14 percent 


Table 5. 
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have been in for less than 1 year; 26 percent, 
1-4 years; 18 percent, 5-9 years; 14 percent, 
10-14 years; and 28 percent, 15 years and 
over (table 5). 

Many changes take place in the organization 
of a family following the admission of one 
of its members to a mental hospital (25). 
Serious thought must be given, therefore, to 
the problems that can ensue upon the release 
from the hospital of many long-term patients 
and to the kinds of personnel and programs 
communities must develop to make the adjust- 
ment for the patient, his family, and the com- 
munity as satisfactory as possible. 

In this connection, it is useful to examine the 
consensus of the participants in the Third 
Research Conference on Psychosurgery (26) in 
relation to the need ervice activities 
for psychosurgical patients in the pus 
period: 


perative 


It is believed that 
closely followed for 2 years following operation 


the operated patient should be 
The 
social worker's activities in this period involve regular 
visits to the patient’s own environment and the keeping 
of a detailed objective record. This record should 
include an account of all medical circumstances relat- 
ing to the patient, including a record of any convulsions 
together with eyewitness descriptions of these. The 


Percentage distribution of length of stay of all resident patients at end of year in State hospitals 


for mental disorder, by mental disorder, selected States,' 1950 


Total 
Mental disorcer resident, Total 
patients 
Under 1 
Total . .|128, 982 100. 0 14.2 
All psychoses 120, 584 100. 0 13. 0 
Syphilitic- 9, 109 100. 0 10. 1 
Alcoholic 3, 279 100. 0 21.3 
Mental diseases of the 
senium __.- 14, 249 100. 0 26. 9 
Involutional 3, 720 100. 0 22. 4 
Manic-depressive 10, 574 100. 0 11.1 
Schizophrenia- 61, 201 100. 0 10. 0 
With mental deficiency 6, 770 100. 0 7.0 
Other, undiagnosed and 
unknown. .--_- 11, 682 100. 0 14.1 
Psychoneurosis 1, 345 100. 0 33. 7 
All other mental disorders 7, 053 100. 0 30. 7 
Epilepsy 288 100. 0 18.7 
Mental deficiency 3, 472 100. 0 7.8 
Aleoholism _ - - 1, 598 100. 0 69. 7 
Other and unclassified 1, 695 100. 0 42.8 


Percentage distribution, by 
length of stay (years) 


Median Mean 
Sr - — (years) (vears) 
id 5-9 | 10-14 | 15 and 
over 

25. 5 17. 5 14.4 28. 4 7.9 lL1 
25. 7 17.7 14.7 29. 0 8 2 11.3 
29. 0 24.5 18. 6 17. 8 7.2 9.2 
28. 3 16. 6 11.6 22. 1 §. 1 9.2 
48. 4 14.7 . 3 3.8 2.4 4.1 
30. 1 21.3 13. 9 12.3 4.5 7.1 
17.8 16. 5 2 39. 4 11.5 13. 9 
21.5 17. 1 < 35. 6 10.5 13. 1 
20. 0 18.4 17.2 37.4 11.3 13. 6 
25. 6 18. 6 14.9 26. 8 7.8 10. 7 
23. 5 14.0 11.5 17.3 3.5 7.3 
22.7 14.7 10. 9 21.0 4.2 84 
29.9 18. 7 11.5 21.2 5. 4 & 8 
21.2 19. 6 16. 6 34.9 10. 4 13.0 
18.5 3.7 2.9 5.2 0.3 2.5 
28. 7 4. 6.7 me 1.8 4.7 


1 Data available from California, Louisiana, Michigan, Nebraska, Ohio, Pennsylvania, and Virginia. (Ohio 


does not include receiving hospitals.) 
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patient should participate in discussions which will dis- 
close his feelings about various people, his work and 
other situations which are or should be important to 
him in his community environment. He must be 
helped to accept compromises and essential limitations. 
Vocational rehabilitation should be a part of the social 
service worker’s assignment. The family must be 
helped to be honest with the patient, particularly about 
taking him from the hospital and in accepting him into 
or rejecting him from the home. Members of the 
family, friends, employers, and other contacts must also 
be aided to see what helpful roles they can assume dur- 
ing the patient’s convalescence. All available outside 
aid must be mobilized to help families needing help and 
in danger of disorganization due to the strain caused 
by reintroduction of the patient 


Similar services should be provided for the 


patient released while on the tranquilizing 
drugs. 


Effect on Outpatient Practice 


The advent of the tranquilizing drugs has also 
emphasized the possibility that relatively inex- 
pensive drugs are now available that not only 
permit more effective treatment of psychiatric 
disorders—particularly the psychoneuroses and 
personality disorders—on an outpatient basis 
but also may make it possible ‘‘to nip in the bud 
some burgeoning outbreaks of emotional ill- 
ness” (6). Tarumianz’s statement (2, p. 92) 
perhaps characterizes the hopes expressed in 
this area: 

Through this method [the use of tranquilizing drugs] 
the psychiatrist will have a better opportunity to exer- 
cise psychotherapy, not only in the hospital but in 
outpatient service. This also will give us the oppor- 
tunity to reduce the need for psychiatrists in isolated 
communities where a general practitioner can help 
many agitated cases that will not require hospitalization. 

It is well to temper some of these hopes for 
the future with a realistic look at some of the 
problems posed by the use of these drugs on an 
outpatient basis in relation to the psychiatric 
manpower of the Nation. 

In a study of the membership of the American 
Psychiatric Association as of 1951-52, Blaine 
(27) reported that there were 7,728 psychiatrists 
in the United States, or 5 per 100,000 popula- 
tion. Only 4,192 (3 per 100,000 population) 
were doing some private practice ; 3,060 of these 
were located in cities of over 100,000 population 
and 1,132 in the rest of the country. Of those 


in cities of over 100,000 population, 2,154 were 
located in the following cities: New York, 
1,006; Chicago, 240; Philadelphia, 158; Los 
Angeles, 149; Boston, 137; Washington, 107; 
San Francisco, 100; Detroit, 77; Baltimore, 71; 
Cleveland, 44; New Orleans, 41; and Denver, 24. 

Although we have no accurate national esti- 
mate of the number of persons who need psy- 
chiatric help for a serious mental or emotional 
disorder, we do know that the number is large 
(some studies (28) suggest that at least 6 percent 
of the total population suffer from a serious 
mental or emotional disorder) and that the 
number in mental hospitals is only a small pro- 
portion of this total. Although we have no 
precise knowledge of what proportion of general 
practitioners’ patients have a psychoneurosis or 
other psychiatric disorder, there are impression- 
istic estimates which place the proportion as 
high as 50 percent (29). Perhaps the impres- 
sions are more important than the actual facts 
in this instance, since it is the clinical impres- 
sions that may determine the type of treatment 
a patient may get. Hoch (30) states: 


Both chlorpromazine and reserpine are prescribed 

freely by some general practitioners—sometimes indis- 
criminately—to patients who come complaining of 
symptoms which the physician assumes are due to 
‘nerves,’’ emotional upsets, functional disturbances, or 
whatever diagnosis is used. In former years, such 
patients usually received some reassurance and a seda- 
tive, most likely a barbiturate. Today this patient 
receives reassurance plus a prescription for chlorproma- 
zine or one of the rauwolfia preparations. As far as we 
are able to discern, very little attempt is made to deter- 
mine more sharply the indications for the use of these 
drugs. This is partly due to the fact that there are few 
psychiatric studies which have delineated the use of 
this drug in milder cases, and also due to the not-too-well 
defined diagnostic classifications with which the physi- 
cian is confronted when prescribing these drugs 


Another point to bear in mind is that there 
were only 1,280 outpatient psychiatric clinics 
(31) in the United States as of July 1, 1954, 
distributed as follows: 


NV umber Percent 

Total__ 1, 234 100. 0 
State-operated clinics 

State hospital 269 21.8 

Other eh 242 19. 6 

State-aided clinies 282 22. 8 

Non-State-aided clinics 375 30. 4 


Veterans Administration clinics_ 66 5. 4 
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Table 6. Professional staff and man-hours per week in outpatient psychiatric clinics in United States and 
Territories, November 30, 1954 


Profession 


Total 

Total 9, 524 
Psychiatrist. . ~ . _. : > . 4, 137 
Other physicians ; 357 
Clinical psychologist - - - _ -. : 2, 054 
Social worker. - 2, 547 
Nurse 167 
Other professional workers - - _- 262 


! Total estimated civilian population— 163,589,000. 


Number of clinic staff 


Total man- Man- hours 


or 
- ————— - a 100.000 
Full-time | Part-time | Trainees “< population! 
2, 964 4, 648 1, 912 188, 105 | 115.0 
532 2, 752 853 57, 023 34.9 
19 174 164 2, 706 1.7 
828 814 412 47, 467 29.0 
1, 450 674 423 72, 866 44.5 
45 107 15 2, 963 1.8 
90 127 45 5, 080 3.1 


Source: Tabulations from reports submitted in conjunction with the Annual Statistical Report of Outpatient 
Psychiatric Clinics. Based on reports from 1,177 clinics, or 95 percent of the 1,234 clinics in the United States, 


Some preliminary tabulations from a study 
being carried out in the Biometrics Branch of 
the National Institute of Mental Health reveal 
that during November 1954, 9,524 professional 
personnel in 1,177 clinics in all States* pro- 
vided 188,105 man-hours of service per week, or 
115 hours per week per 100,000 population. 
There were only 4,137 psychiatrists employed, 
who provided a total of 57,023 man-hours of 
service per week, or 35 man-hours per week per 
100,000 population (table 6). There are marked 
geographic differences in the availability of these 
services, the pattern tending to follow the urban 
distribution of psychiatrists in the Nation. In 
addition, a high proportion of these clinics are 
devoted to treatment of behavioral disorders in 
children and to child guidance work. 

Thus, although the tranquilizing drugs do 
have some characteristics which suggest that 
they can be of great help in the outpatient 
treatment of psychiatric disorders, it should be 
emphasized that, in our current state of knowl- 
edge about their short-range and long-range 
toxic effects, their widespread use can result in 
situations that could tax seriously the limited 
psychiatric resources of the Nation. 


* This number represents 95 percent of the 1,234 
clinics in the United States 


The studies of Muller (13), Schroeder (14), 
and Achor (15), reporting severe depressive 
reactions with suicidal tendencies in some 
patients in a not insignificant proportion of 
persons under treatment with rauwolfia pre- 
parations, suggest a serious objection to the 
indiscriminate and unattended use of these 
drugs. 

Assuming that toxic and other side effects 
can be overcome by chemical modification of 
the existing tranquilizing drugs as well as by 
more precise data on dosage, selection of 
patients for treatment, and so on, there is a 
major problem as to (a) how general practi- 
tioners can be trained in the use of these drugs 
as well as (b) the development of refresher and 
other training courses to make them more aware 
of the problems presented by the psychiatric 
disorders. It is also essential that adminis- 
trators of community mental health programs 
take a careful look at the current organization 
of psychiatric outpatient and inpatient services 
within their areas to determine how the services 
must be modified and reorganized to meet the 
new demands that may well be placed on them 
by the advent of the age of pharmacotherapy in 
the psychiatric disorders 
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Conclusions 


The questions that must be answered before 
the public health and social significance of the 
use of the tranquilizing drugs can be fully as- 
sessed are many and difficult. However, they 
are not academic questions. Answers to them 
are essential to help the Nation use effectively 
the limited professional personnel in the mental 
health field. The ultimate fate of mental 
health programs will be determined by the 
ability of the various public and private agencies 
and professional groups working on the prob- 
lems of mental illness and mental health to 


demonstrate that such programs as they may 
develop will prevent the occurrence of mental 
disorders, reduce duration of illness and dis- 
ability from these disorders, and promote 
mental health. It is only through much careful 
clinical, laboratory, and field research that it 
will be possible to develop the knowledge, 
methods, and instruments requisite to formulat- 
ing, developing, and implementing programs for 
prevention, treatment, and rehabilitation of the 
mentally ill and to assessing their effectiveness. 


Summary 


The tranquilizing drugs have been heralded 
as opening a new era in psychiatry. That these 
drugs can open a new era, no one will deny, but 
many more facts are needed to assess the public 
health and social problems arising from their 
widespread use. This paper considers some of 
the major problems that the availability of 
these drugs poses to the psychiatric profession, 
other branches of medical practice, the epi- 
demiologist, the social scientist, and the bio- 
statistician. 


Extent of Use of Tranquilizing Drugs 


It is suggested that a survey be undertaken 
to determine how widely the medical profession 
is using the tranquilizing agents in various 
age, sex, and diagnostic groups of patients, 
not only in mental hospitals and outpatient 
psychiatric practice but also in the general 
population. 


Safeiy of Tranquilizing Drugs 


Much more research is needed to determine 
the immediate and the long-range effects of 
the tranquilizing drugs in both psychiatric 
and nonpsychiatric patients and the appro- 
priate dosages in relation to the various charac- 
teristics of the patient, such as age, sex, and 


diagnosis. Because of the tranquilizing proper- 
ties of the drugs, more information is needed 
on their psychological effects and on the charac- 
teristics of the individuals in whom these 
effects are likely to occur. In this connection, 
the results of several recent studies are quoted 
These studies show a significant incidence of 
severe depression, with suicidal tendencies in 
some instances, in persons being treated for 
hypertensive vascular disease with reserpine 
and other rauwolfia products. Because of the 
magnitude of the problem of hypertension, 
this does pose a serious problem and constitutes 
a major contraindication to the indiscriminate 
and unsupervised use of rauwolfia preparations 
in persons with essential hypertension. 


Effect on Mental Hospital Populations 


Because of the magnitude of the problem of 
the hospitalized mentally ill, hospital admin- 
istrators and public health, welfare, and other 
governmental officials are interested in finding 
some way either to reduce first admission rates 
to mental hospitals or to effect a higher turn- 
over of patients, to keep readmission rates low, 
and thus eventually to decrease the size of 
the resident populations. The tranquilizing 
drugs possess some of the necessary properties 
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of an agent that could achieve such results. 
However, before any major portion of observed 
differences can be attributed to these drugs, 
much more information is needed about the 
processes operating in society that lead to 
hospitalization and about the factors in the 
hospital and in the community that lead to 
release from the hospital 

Data are presented to show that between 
1940 and 1950 there had already been striking 
variations—and, in several instances, reduc- 
tions—in some age-specific first admission 
rates to State mental hospital systems. It is 
emphasized that there is a need for much careful 
epidemiological and social science research to 
illuminate the facts about ‘‘paths to the mental 
hospital” as well as about the “barriers” hospital 
administrators place between the hospital and 
the community before it can be determined what 
part the tranquilizing drugs may be playing in 
the reduction of admissions to mental hospitals 

Data are presented to emphasize the com- 
plexities involved in interpreting release rates 
and also to demonstrate that, even prior to 
the advent of the tranquilizing drugs, there 
had been striking changes in the release rates 
of patients from mental hospitals. 

Questions are raised as to whether the ob- 
served differences in release rates are due to (a) 
more intensive use of therapies, (6) differences in 
the kind of risk being admitted now as compared 
to years ago, (c) changes in attitude of staff 
toward level of improvement expected in patients 
prior to release, (d) administrative factors and 
staff and patient organization within the hos- 
pital, or (e) changes in the community’s attitude 
and that of the patient’s family toward the 
mental hospital and the mentally ill. 

Because of the large number of variables in- 
volved, well-designed experimental studies are 
needed to evaluate the various therapies, singly 
and in combination with each other and with 
various ancillary programs. In such studies, 
there must be carefully defined diagnostic groups 
of patients, comparable control groups, care- 
fully specified therapeutic plans and staffing 
patterns, and specific objective criteria for 
evaluating results of treatment and for deter- 
mining condition at time of release. 

The questions being raised about the im- 
portance of the tranquilizing drugs on the out- 
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come of treatment emphasize quite sharply the 
need for clarification of what constitutes psychi- 
atric treatment and of the objectives of treat- 
ment within the hospital setting. If hypotheses 
with respect to the effectiveness of the tranquil- 
izing drugs in accomplishing the goals of hospital 
treatment are to be tested, it is also essential 
that experiments and studies be devised that 
permit assessment of the effectiveness of a 
treatment method without use of the drugs and 
the effectiveness of the method when the drugs 
are used. This is particularly important in 
psychotherapy since the many statements about 
the promise of the tranquilizing drugs have 
emphasized that these drugs make patients 
more accessible to this form of therapy 

The milieu now made possible in the wards of 
mental hospitals following the introduction of 
the tranquilizing agents, namely, a marked re- 
duction in or elimination of motor excitement 
in patients and the reduction or elimination of 
the use of seclusion and restraint, raises serious 
questions about the retraining of existing staff 
and the changing of staffing patterns as well as 
how many additional or how many fewer person- 
nel will be required to do the job that will need 
to be done. Not only have the numbers of 
personnel in mental hospitals been inadequate 
in relation to the size of the patient populations 
they have to treat but the turnover of personnel 
has also been relatively high. Much research 
must be done to determine the kinds of person- 
nel needed and how to stabilize them in the new 
milieu that the tranquilizing drugs are treating 

The need for carefully designed followup 
studies is urgent to determine how relapse rates 
are related to diagnosis, sex, age, length of hos- 
pitalization, therapy, and relationship of socio- 
environmental factors encountered by patients 
in the extrahospital world to relapse or success- 
ful readjustment. The tranquilizing drugs add 
further complications to the problem. For 
example: 

How should dosage levels used in the hospital 
be modified up to time of release? 

When the patient is released, on what dosage, 
if any, should he be maintained ? 

What problems does the use of these drugs 
pose for the family? 

What information should the family be given? 

What resources in the community are needed 
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to follow up these patients adequately to pre- 
vent serious complications from developing, to 
detect complications when they have developed, 
and to take appropriate steps to safeguard the 
patient, his family, and the community and to 
facilitate readjustment of the patient to the 
extrahospital world? 


Effect on Outpatient Practice 


The advent of the tranquilizing drugs sug- 
gests the possibility that relatively inexpensive 
agents are available that will make it possible 
to treat many types of psychiatric disorders on 
an outpatient basis. With the advent of the 
tranquilizing drugs, it has been suggested that 
the general practitioner can now treat some of 
the milder forms of mental disorders and thus 
reduce the need for psychiatrists. 


Some of the possible problems that these 
drugs may create are considered in relation to 
the psychiatric manpower of the Nation and 
the availability of outpatient and other com- 
munity psychiatric services. The widespread 
use of these drugs in our current state of 
knowledge concerning their immediate and 
short-range effects could result in situations 
that could tax seriously the limited psychiatric 
resources of the Nation. 

It is also suggested that administrators of 
community mental health programs scrutinize 
carefully the current organization of psychiatric 
outpatient and inpatient services within their 
areas to determine how they must be modified 
and reorganized to meet the new demands that 
may well be placed on them by the advent of the 
age of pharmacotherapy in the psychiatric 
disorders. 
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Appendix 


Appendix table 1. Resident patients at end of year in hospitals for the prolonged care of psychiatric patients, 


by type of contro!, United States: 1903, 1909, 1922, and 1933 through 1951 





Number of resident patients Rate per 100,000 civilian population ! 
Year Count Cc nty 
All State Veterans saris Private All State Veterans oust ett Private 
os als ? hospitals * hospitals ©, “°"" 5 spitals * s als spitals! hospitals| * oe s als 
hospitals ? hospitals * hospital hospitals ; hospitals ° hospitals) hospitals hospital hospitals hospital 
1951 584, 455 497, O13 50, 624 22, 525 14, 293 386. 8 329. 0 33. 5 14.9 9.4 
1950 577, 246 489, 930 51, 553 21, 687 i4, 076 384. 3 326. 2 34. 3 14. 4 9.4 
1949 564, 160 478, 003 52, 380 19, 859 13, 918 382. 3 323. 9 35. 5 13. 5 9 
1948 554, 454 169, 500 52, 619 19, 240 13, 095 381.9 323. 4 36. 2 13.3 9.0 
1947 540, 987 452, 464 52, 505 23, 643 12, 375 379. 5 317. 4 36. 8 16. 6 8.7 
1946 529, 247 445, 561 48, 235 23, 150 12, 301 382. 4 322. 0 34. 8 16. 7 8. 9 
1045 518, O18 438, 864 42, 204 23, 850 13, 100 406. 1 344. 0 33. 1 18. 7 10.3 
1944 506, 346 38, 623 21, 259 12, 255 399. 6 342. 7 30. 5 16. 8 9. 6 
1943 500, 564 35, 953 21, 297 12, 356 392. 6 338. 0 28. 2 16.7 9.7 
1942 197, 938 32, 348 21, 256 11, 784 380. 3 330. 4 24.7 16. 2 9. 0 
1941 190, 506 30, 443 31, 812 10, 936 372. 7 317. 1 23. 1 24.2 & 3 
1940 480, 637 29, 951 29, 581 10, 678 365. 1 311.7 22. 8 22. 5 8. 1 
1939 472, 385 400, 017 28, 653 32, 463 11, 252 360. 9 305. 6 21.9 24.8 &. 6 
1938 457, 983 | 384, 573 26, 599 35, 980 10, 831 352. 8 296. 2 20. 5 27.7 8.4 
937 $45, O31 374, 043 24, 483 $4, 829 11, 676 345. 5 290. 4 19. 0 27.0 9. 1 
1936 432, 131 364, 403 21, 960 34, 743 11, 025 37.5 284. 6 17.2 27. 1 8. 6 
1935 416, 926 353, 305 18, 276 34, 703 10, 642 327. 6 277. 6 14.4 27.3 8. 4 
934 403, 519 $41, 485 17, 894 33, 839 10, 301 319.3 270. 2 14.2 26. 8 8. 1 
1933 389, 500 $32, 517 13, 946 $2, 936 10, 101 310. 2 264. 8 11.1 26. 2 8 1 
1922 267,617 | 229, 837 1, 703 26, 846 9, 231 243. 2 208. 8 15 24. 4 8.4 
1909 187, 791 159, 096 21, 146 7, 549 207. 5 175. 8 23. 4 8.3 
1903 150, 151 128, 312 16, 341 5, 498 186. 2 159. 1 20. 3 6. 8 
' Estimated civilian population as of July 1 of the specified vear 
? Does not include resident patients in psychopathic or general hospitals with psychiatric facilities 
‘ Coverage for State hospitals is substantially complete throughout the entire period 
‘ From 1922 to 1951, with the exception of 1946, coverage is for all patients in neuropsychiatric beds in Veter 


ans Administration hospitals. In 1946 coverage also included veterans in other Federal hospitals 


Coverage fof county and city hospitals ranged from a low of 66.1 percent to a high of 100 percent. Private 
hospitals’ coverage had a range from 59.8 percent to 90.8 percent 


Source: 1903-46 Reports on patients in mental institutions, issued by the Bureau of the Census, U. 8. Dept 


of Commerce, Washington, D. C 1947-51 Patients in mental institutions, National Institute of Mental 


Health, Public Health Service, Bethesda 14, Md 


295489 O—SHR 17 
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Appendix table 2. Number of resident patients per 100,000 civilian population! in all mental hospitals, by 
age and sex, and regions of the United States, April 1, 1950 


| Age, in years 


Sex and region ] 
All | Under 85 and 


ages 15 15-24 | 25-34 | 35-44 | 45-54) 55-64 65-74 75-84 over 

Both sexes: 

Northeast _ _ - 653. 8 | 71.8 |152. 2 |395. 5 (622.7 |878.0 /|1, 150. 1 |1, 345. 8 |1, 790. 8 |2, 282. 2 

North Central_ 494.6 | 19.0 | 94.2 |283. 6 |486.3 |705. 4 931. 7 |1,022. 5 |1, 312.5 (1, 629.2 

South_ 416.9 | 21.9 |118. 7 (346. 1 |506. 2 |670. 7 794. 4 741.5 887. 9 |1, 043. 3 
ot ~ 462.6 | 38.0 |123.9 |274. 9 |437. 5 |624 6 816. 2 958. 9 |1, 544.2 |2,071.0 
Male: 

Northeast _ - 681.7 | 92.2 |189.3 |476.9 |677. 5 |906. 3 /1, 166.9 (1, 324.9 |1, 637. 7 |2, 063. 6 

North Central 553.2 | 22.0 |124.0 (357.7 |552.3 |782. 9 |1, 043. 6 (1, 069. 6 (1, 312.2 |1, 599.3 

South 474.3 | 26.4 |162.6 |456. 4 588. 4 (7345 852. 6 732. 3 864. 2 (1, 029.3 

West ‘ 509.7 | 49.5 |160.7 (340.9 |488. 7 )686. 1 891. 6 997.9 |1,444 1 |1,914 1 
Female: 

Northeast 627.6 | 50.5 (118.8 (321.2 |571. 2 |850. 5 /|1, 133. 5 /|1, 364.3 |1, 908.5 |2,414 0 

North Central 437.1 | 15.7 | 65.9 (212.8 /421.3 \627.1 816. 4 977. 1 |1, 312.6 |1, 651.3 

Ns alts 362.3 | 17.2 | 78 245. 3 |427. 6 |608. 5 737. 2 750. 0 909. 3 |1, 053. 5 

West aan 416.2 | 26.0 | 89.9 [213.3 |385.8 |559.8 738 0 921. 0 |1, 630. 2 |2, 186.5 
Ratio— Male/female: 

Northeast 1.09} 1.83) 1.61 1.48; 1.19) 1.07 1. 03 . 97 86 85 

North Central 1.27; 1.40) 1.88 1.68) 1.31 1. 25 1. 28 1. 09 1. 00 97 

South. - 1. 31 1.53; 2.07; 1.86) 1.38 1.21 1. 16 98 95 98 

West 1. 22) 1.90) 1.79} 1.60) 1.27] 1.23 1. 21 1. 08 . &9 88 


1 Rates are resident patients in specified age group on April 1, 1950, per 100,000 civilian population in same 
age group. 


Source: U. 8. Bureau of the Census, U. 8. Census of Population: 1950, vol. 1V, Special Reports, pt. 2, chap.C, 
Institutional population. U.8. Government Printing Office, Washington, D. C., 1953. 


Appendix table 3. First admissions per 100,000 civilian population! to State mental hospitals, by age and sex: 
United States, 1933, 1940, 1950 


Sex and year Allages | Under 15 | 15-24 25-34 35-44 45-54 55-64 (65 and over 


Both sexes: 


1933 55. 2 1.4 37. 8 66. 0 79. 3 88. 4 91.9 156. 6 

1940 60. 3 2. 1 39. 8 70. 8 82.7 82. 5 98. 2 170. 4 

1950 67.0 2.5 50. 7 73. 0 87. 2 85. 3 89. 4 204. 9 
Male 

1933 64. 7 1.6 44.8 76.4 90. 4 101. 4 109. 1 188. 6 

1940 68. 9 2.5 47.5 81.2 95. 5 87.9 113. 4 198. 5 

1950 75. 3 2. 9 61.8 79. 0 98. 9 97.7 103. 0 232. 4 
Female: 

1933 45. 6 1. 1 30.9 | 55.8 67.8 74. 3 73. 6 125. 0 

1940 51.7 1. 6 32. 1 60. 6 69.9 76. 8 82. 2 143. 7 

1950 58.9 s+ 40.3 67.5 75.9 72.9 75. 8 180. 2 
Ratio—male/female 

1933 1. 42 1. 45 1. 45 1. 37 1. 33 1. 36 1. 48 1. 51 

1940 1. 33 1. 56 1. 48 1. 34 1. 37 1.14 1. 38 1. 38 

1950 1. 28 1. 38 1. 53 tag 1. 30 1. 34 1. 36 1. 29 


1 Rates are first admissions in specified age group per 100,000 civilian population in same age group 


Source: Patients in mental hospitals, 1933, Patients in mental institutions, U. 8. Bureau of the Census, U.S 
Government Printing Office, Washington, D. C., 1940. Patients in mental institutions, 1950 and 1951, National 
Institute of Mental Health, U. 8. Government Printing Office, Washington, D. C 
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! Appendix table 4. Number of first admissions per 100,000 civilian population ' for selected diagnoses, to State 
»Y hospitals for mental disease, by age, United States, 1950 
Age (in years) 
Diagnosis Total 70 
d t _ 15-19|20-24/25-29 30-34 35-39 40-44 45-49 50-54 55-59/60-64/65-69 and 
° over 
2 All patients 66. 7 2.5 39.3) 61. 5) 70.9) 75.0) 88 9 84.6) 89.9) 79.5 84.5 94. 5/125. 8/255. 7 
: Mental diseases of 
0 senium 17.4 00 860 60 O01 O04 1.6, 6.1) 15.3) 42. 5) 87. 1/233. 9 
Involutional psychoses 3. 2 0.0 0 0 2 8 4.8 111,152,148 99 44 9 
6 Manic-depressive psy- 
3 choses 2.5} 08.0) 12) 29 45) 52 7.6 67 7.3) 54) 60] 46 34) 16 
3 Schizophrenia 15.7 5| 17. 6) 32. 4; 36. 2) 33.6, 32.8) 23.0) 17.8 120 8&0 16 3.0 12 
1 All other psychoses 13. 4 4, 83) 10.5) 12.3) 14.1) 21. 6) 24.1) 29.3) 24.0) 26.1, 22.2) 19.2) 11.4 
: All other diagnoses 13. 5 1. 6; 12.3) 15. 7; 18.0) 21.9; 26.0) 25.5)| 22.9) 16.9) 14.3 10.7 8.7 6. 7 
0 
.3 | Rates are first admissions with specified diagnosis in each age group per 100,000 civilian population in the 
. ; same age group 
85 
97 Appendix table 5. Number of resident patients per 100,000 civilian population' for selected diagnoses, in 
oy selected State hospitals for mental disease,’ by age, 1950 
Und 70 
ame Diagnosis Total |* 15°" 15-19/20-24 25-29 30-34 35-39 40-44 45-49 /50-54/55-59 60-64/65-69| and 
0 over 
».C, 
All mental dis 
orders 292. 6 $4 41.9) 96. 4.144. 51227. 4.346. 5/438. 91527. 51563. 41624. 7'744. 2'805. 7/976. 2 
sex: Mental diseases of seni 
um 35. 4 0.1 0. 2 0.2; 0.7 2.6 10.3 25. 2) 80. 4/180. 8.505. 0 
Involutional psychoses 8. 6 0.0 01 I 4° 3.8) 12.7) 28.5) 41.3) 43. 1) 36. 6) 22.1 
Manic depressive psy- 
over choses 22. 5 0 6 2.0) 3.7, 9 6) 17.5) 28.8 37.1, 48.4 58.9) 80.7) 91.8 82.3 
Schizophrenia 135. 0 1 11.8 50.2) 86. 9.146. 8/220. 4.253. 9 282. 0278. 9292. 8.301. 0/278. 7/211. 1 
All other psychoses 68. 1 5 9.4 20.4 30.0 45.1 74.2114. 4153. 6158. 91171. 4/201. 8182. 8/125. 6 
All other diagnoses 23. 2 2.7| 19.9) 23. 7) 23.7) 25.7) 33.7) 37. 4) 39. 5) 38.4 35. 1) 37. 2) 35. 1) 30.2 
b. 6 
0. 4 
19 ' Rates are resident patients with specified diagnosis in each age group per 100,000 civilian population in the 
saine age group 
5. 6 ? Based on data for the State hospitals in California, Louisiana Michigan, Nebraska, Ohio, Pennsylvania, 
. ; aud Virginia 
5 0 
3.7 
0. 2 
1. 51 
1. 38 
1. 29 
U.8 


ional 





| 
. 





256 FALSE AND MISLEADING ADVERTISING 


Appendix table 6. Percent change in age-specific first admission rates per 100,000 civilian population to 
State mental hospitals for patients 65 years of age and over: Selected States, 1940 and 1950! 














Average first admission rates Average number of first ad 

State Percent Percent 

change hange 

1940-41 1949-51 1940-41 1940—41 1949-5 1940-4] 

to to 

1949-51 1949-51 
Texas 57. 8 158. 1 +173. 5 201. 0 811.7 303. 8 
Georgia 92. 9 236. 0 + 154.0 147. 5 518. 3 251.4 
South Carolina 88. 5 195. 1 120. 5 72. 0 224. 3 211.5 
Vermont 155. 1 287. 6 +85. 4 53. 5 113. 7 112.5 
Colorado 149. 8 275. 8 + 84. 1 129. 5 318. 7 146. 1 
Ohio 87. 4 158. 1 +80. 9 5 1, 121.0 137. 8 
South Dakota 118. 1 200. 2 + 69.5 5 110. 7 110.9 
Maine 98. 4 166. 4 +69. 1 0 155. 7 97. 1 
Pennsylvania 97. 6 158. 4 + 62.3 661.5 1, 404. 7 112. 4 
West Virginia 15. 4 185. 6 +60. 8 116. 5 257. 0 120. 6 
California 126. 9 200. 7 58. 2 704. 5 l 3 55. 0 
New Hampshire 263. 8 415.8 57. 6 128. 5 3 87.0 
North Dakota 419. 8 213. 8 + 42.7 59. 0 0 74.6 
Nebraska 49. 6 208. 9 +39. 6 158. 0 5 72.3 
lowa 15. 7 156. 5 +35. 3 263. 5 62. 2 
Nevada 183. 8 243. 3 +32. 4 12.5 26. 7 113. 6 
North Carolina 97. 4 128. 4 +3L.8 152. 5 289. 29.7 
Utah 130. 7 169. 1 +29. 4 39.5 11.7 81.5 
New Jersey 81.5 222. 7 22. 7 506. 0 877.3 73. 4 
Michigan_. 171.8 207. 1 20. 5 568. 5 956. 0 68. 2 
Wisconsin 78. 5 90. 3 +15. 0 190. 0 279. 7 17.2 
Washington 253. 6 289. 2 14. 0 366. 0 611.3 67.0 
Oklahoma 82. 5 203. 6 + 11.6 264. u 394. 7 + 49. 2 
Rhode Island 330. 7 366. 9 10.9 179. 5 258. 3 43.9 
Illinois 300. 0 331.3 10. 4 1, 704. 0 2, 498 7 16. ¢ 
New York & 410. 6 9. 6 3, 457.0 5, 166. 3 19.4 
Oregon 9 261.0 & 8 222. 5 347.0 56. 0 
Louisiana 2 123. 8 5. 6 139. 5 219. 0 57.0 
Delaware 3 285. 1 4.7 56. 0 75. 0 33. 9 
Florida 92. 1 1.2 116. 0 218.7 88. 5 
Virginia 248. 5 248. 5 0 385. 0 533. 0 38. 4 

Indiana . 134. 7 130. 4 3. 2 388. 0 170. 7 21 

Tennessee 122. 5 116.2 5.1 210. 5 273. 0 29 
Arkansas 210. 2 194. 7 7.4 225. 5 290. 0 + 28. € 
Alabama 144.3 123. 2 14. 6 196. 5 244.7 +24. 5 
Wyoming 302. ¢ 253. 4 16. 3 38. 0 16. 0 91.1 
Idaho 244. 5 192. 4 21.3 77.5 83. 7 8. 0 
New Mexico 150. 3 109. 0 27. 5 35. 0 36. 0 2.9 

Missouri 153. 5 109. 7 28. 5 500. 0 446. 7 ) 
Kansas 106. 0 74. 2 30.0 166. 5 144.0 13.5 
Maryland 72.4 101. 4 41.2 213. 0 165. 7 22. 2 
Based on average yeariy admissions for 1940 and 1941, and for 1949-51 States not reporting for their entire 

hospital system or not reporting data by age in any of these years were excluded 

Source: Patients in mental institutions, 1940, 1941, U. S. Bureau of the Census, U. S. Government Printing 


Office, Washington, D. C Patients in mental institutions 1949, 1950 and 1951, National Insti 


tute of Menta 
Health, U. 8. Government Printing Office, Washington, D. C 
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> Appendix table7. Percentage of first admissions retained continuously in hospital, released, and dead within 
specified periods of time following admission to Warren State Hospital, Warren, Pa., 1916-50, for all 
mental disorders, for patients under 65 years and for patients 65 years and over, both sexes 


All mental disorders Under 65 years 65 years and over 


Admitted during 

















Years 1916-25 1926-35 1936-45 1946-50 1916-25 1926-35 1936-45 1946-50 1916-25 1926-35 1936-45 1946-50 
following 
date of 
8 admission Number in cohorts 
} 
. 3,059 | 3,972 | 5,263 | 3,178 | 2,559 | 3,273 | 4,052 | 2, 251 500 699 | 1,211 127 
l 
g Percent of starting cohort retained in hospital at end of specified time 
9 
1 ; — — ail ais 
j 4 70. 1 63.9 67.7 66. 2 (1.5 64.58 4 69.8 62.8 0. € 5. 4 74.3 
6 1 54. € 17.2 17.4 10.9 5. 6 17.1 / 39.8 19. 4 17.5 43.8 43.5 
%, 45.8 10.5 7.9 32.2 16.5 10. 5 2 30. 1 42. 0 1.8 6. 7 7.5 
0 I 39.3 36.4 33. 0 1. 1 36. 4 5 25. 4 55. 6 35.9 41. 6 $2. 6 
0 2 28. 2 26. 6 24.3 20. 2 28. 9 27.5 0 18.8 24. 4 22. 3 21.9 23. 6 
6 ; 23. 1 22. 3 19.8 if 24.2 23. 3 2 16.5 17. 6 17.9 15. 2 17. 2 
; t 20. 2 19.8 17.4 21.4 20. 7 l 14.0 15. 6 11.9 
9 ie a 16.7 14.9 18. 7 18. 1 7 9.6 10. 2 9.0 
ob 
7 Percent of starting cohort released within specified time 
4 a ~ + . 
9 ‘ 7.5 24. 7 18. 1 ai. 1 19. 4 28. 2 21. 1 26. 4 1.8 8. f 1.8 &. 3 
5 28. 6 ‘8. 2 35. 1 3.5 41.9 144.0 42. 1 55. 3 12.2 11.0 11.9 14.0 
> \ 34.5 43. 0 12.3 0. 5 38.5 19.5 50. 7 64. 4 14.2 12.6 14.5 16.8 
0 1 8. 7 15.9 45. 7 3.9 3.0 52. 8 54. 6 68. 6 16. 2 13.9 15. § 18. 2 
7) 2 45. 0 1 51.3 &. 5 50. 4 9. O 61.3 74. 1 17. 6 16. 0 17.7 20. 6 
9 3 17.4 3 53. 3 9 53. 1 61.6 63.7 75.7 18. 4 16.3 18.5 20. 9 
6 4 18. 5 »4 54.4 4.2 62.9 65. 0 19.0 6.5 18. 7 
> 19. 6 55. 5 5. 5 64. 1 66. 4 10. ¢ 7.0 19.0 
4 
. O a 
0 Percent of starting cohort dying in hospital within specified t ‘ 
. 5 = - a 
‘ 12. 4 11.4 14. 2 12. 7 oI ‘.0 ‘9 5 20. 4 $1.8 36. 8 4.4 
. 4 16. 8 14.6 17.5 15. 6 12.5 8. 9 9.5 19 8. 4 41.5 14.3 41.6 
, \ 19. 7 5 19.8 17.3 15. 0 10.0 11. 5. 5 43.8 16. 6 is. 8 15.7 
\ = 1 22.0 7 21.3 18. 6 16. 9 10. 8 11.9 6.0 48. 2 50. 2 52. 5 49. 2 
3 2 26. 8 9 24.4 21.3 20. 7 13.5 13. 7 7.1 58. 0 61.7 60. 4 55. 8 
cs 3 29. 5 0 26. 9 23. € 22. 7 15. 1 15.1 8 64. 0 65. 8 66. 3 61.9 
, ' 41.3 5 28. 2 24. 4 16. 4 15.9 67.0 67.9 69. 4 
' 5 3. 2 27.5 20. 6 25. 8 17.8 16.9 70.8 72.8 12.0 
0 
» « . een . : ac 
»Y ' This table only includes 5 years of followup. However, the cohort of 1916-25 was followed for 25 years and 
, the cohort of 1926-35, for 15 years 
. 5 
2. 2 
ing 
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Appendix table 8. Percentage of first admissions retained continuously in hospital, released, and dead within 


specified periods of time following admission to Warren State Hospital, Warren, Pa., 1916-50, for selected 
diagnoses, all ages, both sexes 


Functional psychoses Syphilitic psychoses Mental diseases of seniun 


Admitted during 


Years fol- 





1916-25 1926-35 1936-45 1946-50 1916-25) 1926-35 1936-45, 1946-50 1916-25 1926-35 1936—45, 1946-50 
lowing 
date of 
admis- Number in cohorts 
sior 
i, 004 1, 203 | 2,016 , 1,115 402 320 378 114 453 652 1, 031 839 
Percent of starting cohort retained in hospital at end of specified time 
4 83. 9 82.8 84.7 84.2 68. 7 65. 9 77.0 81.6 63. 6 61.0 54.3 57. 1 
69. 2 61.1 53. 5 51.5 51.3 57.7 68.4 19.0 18. 0 12.9 44.6 
% 58. 4 7. 7 6 40.5 19. 8 14.4 15.5 52. 6 12.2 41.1 85. 5 38.5 
l 52. 4 53. 3 13. 6 4.5 29. 6 38. 1 40. 5 43.0 6. 2 37.0 30. 7 32.8 
2 40. 7 43. 0 $2. 7 25. 4 15. 4 24. | 29. 1 4.2 25. 2 23. 0 20. 6 23. 2 
3 4.6 sR. 4 28. 4 22. 7 9. 4 16. 9 26. 2 29. 0 17.4 17.8 14. 1 16. 2 
4 32.3 5.8 26. 2 6. 2 12.8 23. 0 13.7 15.0 10.3 
5 28. 7 32. 4 23. 7 4.5 11.5 19. | 9.7 9. 5 7% 
Percent of starting cohort released alive within specified time 
MY 12. 1 14.3 10.0 13.8 5. 7 1 5.8 4.4 7.5 8.0 5 4 6. 7 
26. 2 29. 8 2.0 43.5 10. 2 15.0 16. 1 14.9 11.3 10. 6 9. I 11.3 
a, 36. 0 7.2 42.8 56. | 12.7 17.8 22. 5 29. 8 13. 0 12.0 10. 8 12. 6 
l 41.8 41.8 48. 1 61.7 14.4 19.4 25. 4 0. 4 14. 1 13. 0 11.5 14.3 
2 50. 9 50. 8 7. 6 70.0 17.9 23. 1 31.7 16.5 15.9 16 12. 4 16. 7 
3 55. 4 54. 6 60. 7 72.5 18. 7 24. 1 32.8 19. 1 16.8 15. 3 12 17. 0 
4 56. 8 56. 5 62. 5 18.7 24. 1 34.4 7.2 15.8 12.8 
5 58. 9 58. 1 64. 0 18. 9 24. 1 35. 7 17.9 16. 1 13. 0 
Percent of starting cohort dying in hospital within specified time 
‘ 4.0 2.9 5. 3 2.0 25. 6 25. 0 17.2 14.0 28. 9 1.0 40. 3 16. 2 
6 3. 7 6.9 3. 0 38. 3 33. 7 26. 2 16.7 39. 7 41.4 18. 0 l 
a, 5. 6 4. 7.6 3. 4 47.5 37.8 $2. 0 17. 6 14.8 16. 9 53. 7 18. 9 
1 58 19 &. 3 R&R 6. O 12.5 44.1 17. 6 49.7 50. 0 57.8 52. 9 
2 gR 4 6. 2 7 4.6 66. 7 52. 8 39.2 19.3 58. 9 62. 4 67. 0 60. 1 
3 10.0 7.0 09 i 8 71.9 59.0 41.0 21.9 65. & 66. 9 73. 2 66. 8 
4 10.9 7.7 l 15 63. 1 $2. ¢ 69. 1 69. 2 76.9 
5 12.4 ’ 12 6. 6 64.4 45. 2 72.4 74.4 79.4 


' This table only includes 5 years of followup However, the cohort 


of 1916-25 was followed for 25 vears and 
the cohort of 1926-35 for 15 years 
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ExuIsit 14B 


[Reprinted from U. S. News & World Reports, June 21, 1957, pp. 62—72—Copyright 1957, 
U. 8S. News Publishing Corp.] 


WHat You Ouvcut To Know Anout TRANQUILIZERS 


Interview with Dr. Robert H. Felix,’ Director, National Institute of 
Mental Health 


Many people—in and out of hospitals—are taking pills to get relief from 
anxiety and tension. Use of these so-called tranquilizer drugs is widespread 
and growing. 

What has been learned about these drugs? Are they habit forming? Do 
they effect a cure in cases of severe emotional disturbance? 

How does a person react after he has taken one of these drugs? Should he 
drive a car? 

To get answers from a medical point of view to these and other questions, 
U. 8S. News & World Report interviewed in its conference rooms an authority 
on the subject. 

Dr. Robert H. Felix, Director of the National Institute of Mental Health, a 
branch of the United States Public Health Service, tells here what doctors have 
learned—and what remains to be learned—about tranquilizer drugs. 

Q. Dr. Felix, just what are tranquilizers? 

A. Generally speaking, tranquilizers are chemical substances which have an 
effect on the body, especially the central nervous system, which results in a 
reduction in anxiety and tension, thereby allowing the individual to be calmer 
or more relaxed. They are not sedatives, however. 

Q. What is the primary purpose in the use of tranquilizer drugs? 

A. They are mostly used to reduce anxiety and tension and to calm and quiet 
patients with a high degree of emotional disturbance. Their greatest use is in 
the treatment of disturbed and uncooperative mental patients. They frequently 
render patients amenable to other kinds of treatment. 

Q. Are there tranquilizers that can be purchased “over the counter’—in 
drugstores ? 

A. No, all true tranquilizers require a doctor’s prescription. I’ve been asked 
at times about the “tranquilizers” that are obtainable without a prescription. 
There are certain drugs—they call them “tranquilizers’—that you may have 
seen advertised. These are not tranquilizers in the sense that they have a 
specific action on the central nervous system—the central nervous system being 
the brain, in particular, and the spinal cord. 

Q. These, then, you might call “fake” tranquilizers? 

A. Yes, but that’s hardly a fair word because they do calm down a person 
somewhat. But it’s sort of a side action, as it were. It’s not the principal 
purpose. 

One group of these which you've Seen advertised and has been used as a tran- 
quilizer—or sometimes called a “tranquiloid’—is the antihistamines. You 
may remember when these first came out for the common cold, and so forth, 


they told you to be careful not to drive your car until you knew what the reaction 
would be. 


This is one group. 

Some of the sedatives, such as the barbiturate drugs, will calm one down under 
certain conditions—that is the sleeping pills. 

Then, of course, under certain conditions and with certain people and in large 
enoug® quantities, alcohol is really a central-nervous-system depressant. That 
is why, when you have too much, you go to sleep. 

Q. What about the true tranquilizers? Are there some that are more potent 
than others? 


A. They have different actions. I don’t know that you would say they are 
more potent. 





1 Dr. Robert H. Felix, Director of the Federal Government's National Institute of Mental 
Health. has been studying tranquilizer drugs and their effects since they first came into 
widespread use after World War IT. 

Dr. Felix is both a physician and a psychiatrist. His experience includes a term as 
Chief of Psychiatry at the Federal Narcotics-Addiction Center in Lexington, Ky. 

At the Institute of Mental Health, which he has headed since it was founded, Dr. Felix 
is directing a nationwide investigation—ordered by Congress—into the growing use of 
tranquilizer drugs. 
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Now, there are those which particularly seem to make the individual calm and 
tranquil. And then there is another group that seems to sort of energize or lift 
up a person. It’s particularly good in depressions. This kind of drug is not so 
well developed yet. 

Some of these drugs seem to be more effective with certain patients than 
others, but I wouldn’t want to say at this time—because I don’t know—whether, 
let’s say, chlorpromazine drugs are more potent than reserpine, the Indian-snake- 
root derivatives. It depends upon the individual and his own susceptibility to a 
considerable extent. 

Q. Take the average mental-institution patient as opposed to the individual in 
ordinary life who is taking tranquilizers—do they both take the same drugs? 

A. Yes, they use the same drugs whether the person is in the hospital or not, 
but you can have depressed patients outside the hospital, too, that they give 
these to. But the most common drugs are those which calm down the agitated, 
excited patient. 

Q. Suppose you have a person who gets agitated only under certain condi- 
tions—about to enter a contest, about to go into combat. Can you prescribe 
drugs to calm down that kind of a fellow? 

A. I wouldn’t. In the first place, I’m not sure that this is the proper place to 
use them. Here’s one of the reasons why: I never get up to give a speech—and 
I give quite a few of them—that I don’t get butterflies in my stomach. And if 
I’m going to give a speech, let’s say, after dinner, and it’s to a thousand people— 
I'm not very hungry. 

I never go up to testify before Congress at appropriations hearings, for 
example, that I’m not upset. But the very thing that causes that—this is the 
very thing that makes me put out the most I’ve got, I think. 

This is part of nature’s way of preparing you for combat or for contest, or 
for a stress situation; it is, if you will, the body’s response to stress. 

This is one of my complaints about the wide use, not only of tranquilizing 
drugs, but other drugs in our present civilization. We are really defeating the 
mechanism that nature has provided for the normal person to meet periods of 
peak performance, when they’ve got to put out a little extra. I’m not talking 
about the sick person, now. It’s this tension, this nervousness, this excitement 
you feel that sort of sets the mixture a little richer so that you'll get more 
power per thrust of the piston, as it were. 

Q. There’s no substitute for the coach’s pep talk, then? 

A. There’s no substitute for the coach’s pep talk, and there’s no substitute for 
the wet hands and the butterflies in the stomach. 


“THERE WOULD BE DANGER’ OF PSYCHOLOGICAL DEPENDENCE 


Q. Tension is a good thing, then—up to a point? 

A. Yes, tension is a ‘good thing, as well as anxiety, within limits. If you 
weren’t anxious to make the next issue of your magazine a little better than the 
last issue, and if you didn’t feel that each of you in your separate capacities 
had a responsibility for this, and if you didn’t produce, you probably wouldn't 
stay in your job for long. Someone else might be producing in your place. You 
can see this kind of anxiety. 

Q. You can tranquilize yourself out of a job or out of a lot of things? 

A. That’s right. And if you have a youngster who knows that when report- 
card time is due and he comes home with a straight D average that he’s not going 
to be met with love and kisses, exactly—provided he could do better, I mean. 
The very anxiety of this is going to make him put out a little more. If a 
youngster knows that if he steals the cookies out of the cookie jar he’s going to 
get smacked for it, the anxiety of “Well, if I do this, I'll be punished” will be 
adeterrent. This kind of anxiety is good. 

Anxiety within normal limits is an essential part of normal personality 
development. 

Q. Well then, why the widespread use of these tranquilizers? Is it being 
overdone? 

A. For the person who is not mentally ill, I see no reason for tranquilizers 
I do not think it’s good. 

Q. Has this situation arisen because the doctor is just not aware of the 
dangers, or is it because he’s forced into it by the insistence of his patient? 

A. I think a lot of it is because the patient insists and there may not be an 
awareness on the part of some physicians that too much of this taking-the 
edge-off life isn’t too good. 
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After all, we all have automobiles now. In the old days you would have 
walked three squares to the corner grocery. Now, you wouldn't think of walking, 
even on a sunshiny day—you get out the car. It’s handier. The fact that you're 
getting fat and paunchy, that your blood pressure is going up, and a few other 
things are happening because you don’t take enough exercise is beside the point. 

Anxiety is not a comfortable thing. You wish many times in your job that 
you could get some of the pressure off you, and yet you know that, within reason- 
able limits, that very pressure is what makes you perform at the peak that you 
do. So, if we have something available which makes life a little easier and 
smoother—even though this may not be the best thing for us—we’re going to 
take it. 

Q. Let’s take the abnormal person now—the fellow who needs tranquilizers. 
Does giving him these pills form a habit? Does he have to have them at certain 
intervals all the time? 

A. So far we have tested two classes of these drugs and we know that they 
are not habit-forming in a physical sense—that is, like morphine is habit-form- 
ing—that you get a physical need for them and if you withdraw them you get 
physically sick. 

One of these groups is known as the chlorpromazine compounds. These come 
under a number of names. And then there is the Rauwolfia group—the Indian- 
snakeroot group. These we know are not physically habit-forming. 

We do not feel that in the psychiatric case—in the emotionally ill person who 
needs these—that they are psychologically addicting either. This is one of our 
fears with the nonmentally ill person who is taking them—that they will become 
so dependent psychologically on them that they will just take them rather than 
sweat it out. 

Facing @ crisis 

Q. So the executive who is taking them to tide himself over a crisis is the one 
who may be becoming dependent on them? 

A. The executive who is taking it to tide himself over a crisis that his predeces- 
sors did sweat through because they didn’t have anything like this—I would 
wonder whether he is the kind of executive who, if he didn’t have this, would 
take a couple of drinks or something else in the middle of the day just to tide 
himself over the crisis. 

Q. Supposing he has always faced these crises and now he learns about this 
drug and his doctor is amenable and gives them to him—does he develop a habit 
so that in a couple of years, if he tries to get off them, he won't be able to? 

A. No, I don’t think he would—neither in the physical sense nor in the psy- 
chological sense would he develop that. I would think there would be more 
danger that he would find himself psychologically ervying out for these because 
it hurts more now, relatively, to go through anxiety than it did before. But 
he wouldn’t become physically addicted to them and have to use them. 


THE NEWER DRUGS “ARE LESS DANGEROUS THAN SLEEPING PILLS” 


Q. Would his performance, using the drug, be as good in the crisis as it would 
have been if he hadn’t used it? 

A. We know about one of these drugs. We know something very interesting 
about the chlorpromazine group. We know that chlorpromazine, given to a 
normal person—that is, a nonmentally ill person—decreases both psychological 
and motor performance and it decreases it in the same way that barbiturates, 
such as secobarbital, do. They do not perform as well in motor tasks, such as 
putting pegs in the right place in a board, or on psychological tasks, such as 
arithmetic and so forth. Their motor coordination is decreased more than their 
psychological coordination is—which gives you another thing to think about in 
such things as driving automobiles or working around dangerous machinery. 

This same drug given to a schizophrenic patient [a victim of mental illness 
characterized by loss of contact with environment and by disintegration of 
personality]—we don’t know about other types, but this is the one we think 
about most, anyway—increases both their psychological and motor performance 
above what it was when they did not have the drug. 

Now, this is one of the most interesting things about this drug: It does 
something quite different in the mentally ill person than in the nonmentally ill 
person. In the well person, it disorganizes him; in the schizophrenically ill per- 
son, it organizes him better. 
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Q. Aren’t these drugs actually being taken as a substitute for the old-fashioned 
mnenins pill? Isn't that why the ordinary person under tension goes to his 
octor? 


A. Yes, I suppose they are, but they don’t do the same thing. In other words, 
these drugs don’t put you to sleep. 


Q. If you look on them as a substitute for a sleeping pill, are they worse than 
a sleeping pill, or better? 

A. That's a difficult question to answer. I suppose I would have to say that 
they are probably less dangerous in many ways than are the sleeping pills. 

In the first place, we know that, with the sleeping-pill type of medication, 
people become more fuzzed up mentally than they were before. We know that 
they do not coordinate physically so well. We know that the action of these 
sleeping pills is comparable to the action of alcohol and that the more you take 
of them at a time, the more “drunk” you get on these—so that you can have car 
accidents, you can fall off a scaffolding, you can do a lot of thing like that. 

We also know that it does something very bad to the judgment, so that prob- 
ably many of the so-called suicides from sleeping pills are due to the fact that a 
person couldn’t sleep and he took a couple. He still didn’t get to sleep and he 
took a couple more. Still, he didn’t get to sleep and by that time he had been 
sufficiently fuzzed up that he didn’t realize how many he was taking, and he 
took a whole handful of them to do the job. He probably had no intention of 
killing himself when he started, but he just got all fuzzed up. 

Now, the tranquilizers don’t do this. We do know that this one group, at least, 
does uncoordinate a normal person a little. There is also some serious question 
about the advisability of taking these drugs together with alcohol. Some studies 
indicate that alcohol taken with a tranquilizing drug makes each more potent in 
affecting the judgment of the user. 

A tranquilizing drug, as I’ve said, doesn’t put you to sleep, as does the barbitu- 
rate—the sleeping pill—which really does the job on certain centers of the brain. 
What it does is relieve your anxiety, your tension, that pounding in your ears 
when you’re trying to go to sleep and you're all excited, so that you go to sleep as 
you would if you were calm and relaxed, and so the sleep comes more naturally. 
But it is not, in itself, a sleeping pill. 


There are side effects 


Q. But, if you face the fact that millions of people, I suppose, are taking sleep- 
ing pills, the use of these tranquilizers instead is no real setback 

A. It may not be, but I wouldn’t want to say that for sure, because we don’t 
know what all of the effects of these drugs are. 

We do know that in certain cases there are side effects, but we don’t know the 
explanation of them. We know that a certain percentage of patients develop 
jaundice. Well, this must mean something happening in the liver, or else some- 
thing happening to destroy the red blood cells. It looks more like it’s the liver. 

We know that another group of patients develop a Parkinson-like disease. Re- 
member the old shaking palsy? In both of these cases—the jaundice and the 
Parkinson-like disease—the condition stops when you stop the drug, but we don’t 
know what may have happened in.the head or the liver, or wherever it may be, 
which may show up years later. We do not know what the side effects may mean 
on a long-term basis. We don’t know what the cumulative effects of these drugs 
may mean. 

If you take 100 milligrams of one of these drugs 3 or 4 times a day for 3 or 4 
years, we don’t know yet what this does. This is one of the studies that we are 
carrying on now. 

From the standpoint of danger to the rest of society—by driving a car when 
you haven’t enough judgment to drive, or working around a piece of machinery 
where you might get your hand chewed off, or something of that nature—I sup- 
nose you could say that these drugs are not as bad as barbiturates. But that’s a 
dangerous thing to say, I suppose, at this point. 

Q. Yes, but you don’t take a sleeping pill if you’re going to drive a car or run 
a power lathe, do you? 

A. Some people do. 

Q. You mean that if you took a sleeping pill at 10 o’clock at night, the carry- 
over at 10 o’clock the next morning might affect your driving or your motor 
ability at a power lathe? 

A. It depends upon the type of barbiturate. Some of these are metabolized 
rapidly. Others take about 12 hours to get out of your system. And if you’re 
just taking one, it probably doesn’t make any difference. But the person who is 
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taking sleeping pills right along doesn’t stop with 1, because after a while 1 
doesn’t put him to sleep long enough, quick enough and sound enough and he 
takes 2, 3 and 4. It’s amazing. I have seen people who regularly take a 
barbiturate who will take as many as 8 and 10 capsules a day. 

Q. These people don’t take them just to go to sleep, do they? They take 
them to calm themselves down? 

A. That's right. Now, I would much prefer that that person be on a tran- 
quilizer. Of course, I’d much prefer to see him straightened out so he doesn’t 
need either. 

Q. Can an overdose of tranquilizer pills have the same fatal effect as an over- 
dose of sleeping pills? 

A. There have been cases in the literature of deaths which were attributed 
to these drugs. The exact toxicity of them and how much it takes is not worked 
out as well as it is with the barbiturates. I am not sure myself what the cause 
of death is—whether it’s heart, central nervous system or other failure. 


Best results come early— 


Q. Does a person taking tranquilizers get used to their effect just as a per- 
son who is taking sleeping pills? 

A. Yes. This is an interesting thing about the drug with either the ill or 
well person. Take a person who is quite disturbed in a hospital—you get your 
best results from tranquilizers during the first few weeks or even few days. 
Then, as we do everything else in life, the person tends to adapt to this change 
in his internal economy and level off, and you sometimes have to shift the drug, 
try to increase the drug, or change the environment of the patient. 

Q. Does the same thing happen, for instance, to the business executive who 
is taking them for tension? Would he need 1 pill today and 2 tomorrow and 3 
the next day, and so on? 

A. Maybe not that fast, but I’m sure that if he were taking 1 pill a day now 
and kept it up, 6 months from today he'd probably be taking 2 a day, or 1% a 
day. The intense effect of them tends to wear off. 

Q. Then they are probably not a cure for the mentally ill person? 

A. Oh, no, they are not. No one that I know of really claims that. They 
produce a symptomatic improvement, but this does not cure, or fundamentally 
alter the basic process which is producing the mental illness, whether it be psy- 
chological, physiological or sociological. 

We think that probably when we find a lot of the answers to these drugs 
we are going to find that there are 3 factors operating to produce mental illness, 
and 3 factors must be taken into consideration in the cure of mental illness. 

Let us suppose that you have some biochemical imbalance, that the adrenal 
glands, pituitary glands or something else gets out of kilter. 

Once you begin to get out of kilter, you think differently. By thinking dif- 
ferently, you are perceived by your fellows differently, you’re treated differently. 

You react to this because now you are already under tension. This changes 
_the whole social milieu in which you live. 

This can work the other way around. A person may find himself in a situa- 
tion—one of competition or something else—which is more than he can handle 
with his capacities, and his ability to adapt to this thing physiologically fails 
him. He produces, let us assume, some kind of abnormal substances which 
again alter his thinking, with the result that he is now—if you will—mentally ill. 

So, all three of these things have to be taken into consideration. The tran- 
quilizing drug doesn’t change either the physiological or chemical underpinnings 
of mental illness so far as we know now. They make the patient more amen- 
able to treatment because the patient becomes calm. He isn’t disturbed, running 
around, uncooperative. 

This also has another effect: If I behave more calmly, you’re going to relax 
in working with me: your attitude toward me changes; I perceive you differently 
now and, therefore, we work together better now—whether you be the nurse, 
the attendant, the doctor, the physiotherapy aide or the farm manager, and I 
begin to climb upward toward a more comfortable kind of living. 


Druas help, don’t cure— 


Q. There’s been an impression given that tranquilizers did effect a cure of 
mental patients who had been in hospitals for a long time. Are you saying that 
is not so? 

A. No. The patients are improved, they behave better, they get along better. 
Very frequently they can go home. There is no question about it. 
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All you have to do is walk into these hospitals to realize the dramatic change 
that has taken place in them. If it-did nothing else, the quietness, the ability 
to fix up a hospital ward with drapes on the walls, or better dishes on the table— 
nicer things around the place, a picture on the wall—these in themselves have 
been an improvement for all the patients. 

Patients have gone home. They may often have to remain on a maintenance 
dose of these drugs and sometimes they do have to come back because the home 
situation may be sufficiently more complicated than the hospital situation—while 
they can make it in the hospital with all the protections thrown around them 
there, they can’t make it at home where things are different. 

No, I do not want to imply that what has been said about these drugs’ im- 
proving the lot of the patient and getting him out of the hospital is not true. It 
is true. I am saying that it does not strike at the root of the illness. 

If you had a bacterial infection, for example, and I gave you a substance 
which killed the bacteria, thereby removing the cause of the illness, you would 
become well because you no longer had those bacteria in your bloodstream. 
The tranquilizing drugs do not do that. They may act somewhat like insulin, 
let’s say, in that taking insulin allows certain metabolic changes to take place 
in the body which occur in the normal person without the insulin’s being admin- 
istered. The patient is able to live more like a normal person but he has to 
take insulin as long as he lives if he continues to have diabetes, and as far as 
we know that is the case. 


SO-CALLED PSYCHOSOMATIC ILLNESSES RESPOND TO THE DRUGS 


Q. Has the hospital population actually been reduced? 

A. The hospital population over the last several years has gone down. I am 
not saying—because I am not sure—that the population has been reduced because 
of this fact alone—because of the tranquilizers alone. We do know that the 
number of patients in the public mental hospitals in the United States was 7,000 
less at the close of business last year than it was the year before. This was due in 
significant measure, I am sure, to the fact that these drugs made it possible to 
move some patients out of the hospitals. However, this is not the only factor. 

Q. Where do you draw the line between that type of person who you feel 
really needs the drugs and the somewhat more normal person who may be taking 
them but doesn’t need them? 

A. It is a matter of professional judgment. If, in examining a patient, I see 
evidence of real pathology—if he has ideas that are counter to facts and he reacts 
with feelings of anxiety, sleeplessness, depression or whatever, due to those 
ideas which obviously are delusional in nature—to this person I would give the 
drug. 

If you came to me and said, “Look, I’ve really had it. It’s been a rough couple 
of months. The editors are really putting the pressure on me something awful. 
I’m short of help and I just can’t make it. I'm worried that I’m going to lose my 
job and I want something to calm me down”—I probably wouldn’t give them to 
you. 

I may have overpainted the situation—it probably wouldn’t be that bad. But 
the idea is that your difficulties stemmed from real facts and your reaction was 
in keeping with the situation. And when psychological behavior is in tune with 
the situation, then we deal with these quite differently. 

For example, suppose you came to me and said, ‘Look, I have just committed 
an unpardonable sin. I don’t know exactly what it was but I just have a feeling 
that I’ve committed some unpardonable sin and I think I’ve stigmatized my whole 
family. I think my children are going to grow up to be idiots, or criminals. I 
just know that the only thing I can do to correct this is to cut off my right hand 
and if I do this I’ll be all right, but I don’t want to cut off my hand because I 
-an’t make a living if I do and I’m so nervous I don’t know what to do.” I 
would probably treat you quite differently in that case. 





Some “proper” uses— 

Q. Do doctors sometimes prescribe these drugs for people with chronic stomach 
disturbances which might come from nervous tension ? 

A. That’s right. However, that is another area—the so-called psychosomatic 
illnesses. 

Q. Is that proper, do you think? 

A. Yes, under the proper precautions—making sure what drug you are giving 
and the situation that you’re dealing with. The doctor, of course, would know 
that. They’re given, for instance, for high blood pressure. In fact, that is how 
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ge the tranquilizing drugs first came to be known to us—not as tranquilizers, but as 
ity drugs to lower high blood pressure. That's where rauwolfia first came in. 

+ Q. There is a field, then, where they’re not tranquilizers as such, but used 
ive to treat physical illnesses? 

A. That’s right. This was their original use. I’ve mentioned high blood 
ce pressure. We also find them helpful frequently in certain kinds of intestinal 
me disorders. 
ile Question. Ulcer patients? 
em Answer. Yes. I was thinking of mucous colitis. It’s a kind of chronic 
| diarrhea with mucous discharge and bleeding which is one of the psychosomatic 
im- disorders. It particularly involves the colon—the large bowel. 

It Question. How about menstrual difficulties in women, or the change of life? 

Answer. Now, the change of life—yes. But here’s where you've got to be very 
ace careful, because the usual psychological reaction to change of life is depression— 
ald involuntional melancholia—and you've got to be careful. For instance, the Rau- 
im. wolfia preparations may just kick them right down to the bottom because they 
lin, tend to depress. Chlorpromazine may tend to do the same thing. Here is where 
ace the energizing type of drugs will be more valuable. 

‘in- As far as menstrual cramps are concerned, I don’t know if tranquilizer drugs 
to are used for that. They don’t reduce pain in any way. 
as Question. How about premenstrual tension? 

Answer. I suppose it is prescribed in some cases. I would hesitate a long time 
before I’d do it, and the tension would have to be so bad that the household was 
disrupted by it. 

Where harm can be done 
am Question. It seems that one of the things you are trying to stress is that you've 
use got to be careful that you don’t prescribe these drugs for somebody with a peptic 
the ulcer or for high blood pressure if he has a tendency toward depression 
900 Answer. That’s right. You can really tip things over. 
in Question. Does the average doctor know enough about psychiatry or psychology 
to to judge his patient, and can the average doctor differentiate well enough to know 
. in which cases to give tranquilizers? 
eel Answer. I think the average doctor who has been in practice for a few years 
ing has developed a high degree of keen, clinical judgment, and he is pretty capable of 
differentiating between the two kinds of conditions. 
see Question. Is the doctor likely to give hypochondriacs a tranquilizer just to get 
cts them off his neck? 
ose Answer. I doubt it. I wouldn’t. My father was a country doctor out in 
the Kansas for 48 years and I don’t think he would. I would find some other means 
of dealing with the patient. 
ple Question. There are reports that tranquilizers are being used by the billions 
ful. every year now. Are there any figures on the use outside institutions? 
my Answer. Yes. I’ve heard that 30 percent of the prescriptions contain some 
to tranquilizers. I think that this is one of the jobs that we have before us out at 
the National Institutes of Health. One of the things we try to do is to find 
Sut out the extent of their use and the conditions they’re used for and then to get a 
vas better evaluation of the indications and contraindications for these drugs under 
‘ith various conditions. 

Once this information is available to the profession, it will be able to be 
ted keener in its judgments than it is able to be now because of the lack of informa- 
ing tion available. 
ole Question. Is there a trend away from giving them as freely as was done 6 

I months ago? 
ind Answer. I doubt it. 
el Question. Would you say that, in most cases of psychiatric treatment, these 
I drugs could be used with benefit? 
Answer. I don’t know that I would say “most cases.” In many they could. 
I’ve seen many neurotic patients that I wouldn’t give them to. They will handle 
their condition much better under treatment without them. In depressions, if 
ach you have the right kind of drugs, yes, I would give them there. 
itic * * * “7 CERTAINLY WOULD” RECOMMEND CAREFUL USE OF TRANQUILIZERS 

Question. Do these drugs slow a person’s reactions? In other words, is it 
ing more hazardous for him to drive a car if he has had these drugs than if he hasn’t 
OW had them? 
iow Answer. We are in the process of testing them now. We don’t know. 


Question. Is that why the Air Force has pulled its pilots off them? 
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Answer. That’s right. It’s the old story of where you have to have fast re- 
action time—like a jet pilot or something like that—you want to be sure before 
you allow it, because all kinds of bad things might develop. 

When driving is unsafe 

Question. Could you go as far as to say that a person who is using them 
shouldn’t drive? 

Answer. No, I couldn’t say that. It depends on how much they are taking. 

Question. Does a person who is taking a tranquilizer realize that his reac- 
actions are slowed down? 

Answer. This is one of the problems. As it removes anxiety, it may also re- 
move caution. 

Question. Is the National Institute of Mental Health doing any research that 
may answer that question? 

Answer. Yes, there are a number of scientists working in this area on grant 
support, and we have some investigators in our own laboratories working in that 
very area. 

Question. What have you found out so far? 

Answer. We haven’t been going long enough yet. We've been working only a 
little over a year and there have been no definitive reports as yet. 

Question. How can you tell whether the effect of this tranquilizer is an actual 
effect of the drug? Could the same result be obtained by using a sugar pill? 

Answer. This is one of the problems. You're talking about what we call the 
placebo effect. Placebo is the first person future of the Latin word “placere’— 
to please. It means “I will please” or “I will placate” or “I will satisfy” or, 
if you want to stretch it, “I will tranquilize.” 

We do know that schizopherenic patients—and many others, too, but this 
group particularly—respond quite favorably to any kind of treatment procedure 
in which a lot of attention is paid to them and a lot of time spent with them. 

That is one of the reasons why, in testing these drugs, we set up what we call 
a double blind experiment in which neither the doctor who is observing the 
patient nor the patient knows what the patient is getting. Certain patients get 
a blank—a placebo—and the other patients get the drug. The patients getting 
the drug are split up into groups receiving varying amounts—50 milligrams, 100 
milligrams, 200 milligrams, at a dose. 

Then you evaluate the differences in effect on the various groups of patients 
as compared with a group of patients to whom you have given nothing and left 
completely alone. This would be your standard control group. 

We do know that these drugs have a more profound effect than does a placebo. 
But we also know that a placebo will have an effect on many patients and they 
will improve. 

Question. Does that mean if an individual under tension went to a doctor and 
said, “I need something to calm me down,” if a doctor gave him a sugar pill 
and told him it was a tranquilizer, he’d be just as happy and get as much 
benefit from it? 

Answer. It well might be. It depends on how convincing you are, of course. 

Question. Can tranquilizers be given to children? 

Answer. Tranquilizers are given to children. I have raised the question of 
whether it is advisable to give these drugs to children. We are running a test 
on this now in several places. The question is: What are you doing to the per- 
sonality development as well as the educational development of these children? 

If you take the edge off anxiety, or what some of us call divine dissatisfac- 
tion, what do you do to the child’s strivings, to his desire to learn, to grow, 
to develop, to alter his behavior, to conform to social standards which are set 
upon him by his family and all? If he doesn’t care because his anxiety is cut 
down too much, will he alter his behavior as much as would a child who did not 
have these drugs? I can visualize serious cases of emotional disturbance in 
children where these drugs might be indicated, but I certainly wouldn't give 
them to kids as a kind of pacifier. 

Question. Does it have any effect on senile people? 

Answer. Yes, it has been given to senile people, and the disturbed types gen- 
erally have calmed down. If they are the depressed type, of course, you have 
to use something that tends to energize rather than push down. 

Question. Then you recommend careful use of tranquilizers? 

Answer. I certainly would, until we know more about them. They are not 
like aspirin, They do something to the brain and we don’t know all that they 
do or even where they do it. 

Question. Should they be used only on a doctor’s prescription? 
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Answer. I would say yes, and more than that, that the prescription should 
be a nonrefillable one. You shouldn’t be able to go to the drugstore at will and 
get a refill on the same prescription. 

Question. Is that the procedure today? 

Answer. I haven’t been able to find out. I know many doctors require that 
the patient come back to them before they will give another prescription. It 
would be up to the doctor. It is not the law. These are not in the category 
of narcotics, which are under strict regulation. 


A definite advance 


Question. Do you think that the same thing is going to happen to tranquilizers 
that happened to antihistamines—a tremendous surge of interest and then they 
will fall by the wayside? 

Answer. I wouldn’t say that they are going to fall by the wayside. I think 
that they’re a definite advance. I do not mean by this that the antihistamines 
are not. That is not my field. I think that some of the enthusiasm about the 
tranquilizers will die down because some of the conditions for which they are 
now given will be found to respond better to something else. Also, as we know 
more about the toxicity of these drugs, we will be more cautious in giving them 
under certain conditions. 

Question. You people seem to have all sorts of questions about their safety 
and so forth, yet the Government has approved them for use on a widespread 
seale for over a year. 

Answer. We don’t have questions in the sense that we feel they are bad. 
What I’ve tried to do here is not to say anything that I couldn’t back up. In 
other words, if we don’t know, I’ve said we don’t know, because it may be that 
they’re good and we don’t know yet. 

I think all of use in the profession would have liked it if these drugs could 
have been evaluated before they achieved such widespread acceptance. But 
I don’t know of many substances which have been produced over the years in 
which this has been the case. 


“I THINK THERE IS A CHEMICAL COMPONENT” IN MENTAL ILLS 


Question. But don’t people have the idea that when a drug has been approved 
by the Food and Drug Administration it means they know all the answers to 
it—that it has been tested? 

Answer. No, I don’t think so. I believe when the Food and Drug Administra- 
tion approves a drug, they want to Know that it is not poisonous. Also, they 
want to be sure that it does what the label on the bottle says it will do. These 
drugs are not poisonous in the sense that they don’t kill you or make you sick 
and, as far as we know, taken in reasonable doses they don’t damage you in 
any way. 

The label says they are tranquilizers and they are transquilizers. So I think 
the Food and Drug Administration discharged its duty and has protected the 
public insofar as they’re able under the law. 

Now: 31 tranquilizers 

Question. How many tranquilizers are there now? 

Answer. Thirty-one, at the last count. 

Question. Every pharmaceutical manufacturer has one now. 

Answer. A great many do. 

Question. Are they all the same, or are they of different substances? 

Answer. Sometimes they are very distant cousins, but they have certain things 
in common. There are 4 or 5 groups of drugs, at least, at the present time. 

Question. Then every drug—every trade name—represents a slightly different 
chemical compound ? 

Answer. In most cases. 

Question. Do you take these things yourself? 

Answer. I’ve only taken them experimentally to record my reaction. 

Question. What do they look like? 

Answer. They come in various sizes. Most of them are a tablet somewhat 
smaller than an aspirin tablet. Usually they have a mark down the middle 
so that you can split them. 

Question. Are they expensive? 

Answer. Yes, although the price has come down quite a bit now. I can’t tell 
you what the cost is. 
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I think I ought to say this, because you may think that I am critical. I 
don’t know of any group of people I’ve ever worked with who have been more 
cooperative and eager to make their data available, to really try to find some- 
thing out here, than the drug industry. They’ve been a big help. I think they 
have been more than altruistic in their point of view, and that is something they 
can be very proud of and feel comfortable about. I haven’t found, among any 
of them, one in it just for the dollar and nothing else. 

Question. Didn’t Congress give you some money to evaluate these drugs and 
find out how good they are? 

Answer. Congress appropriated $2 million for this purpose for the fiscal year 
that ends June 30. We have set up a Psychopharmacology Service Center which 
is one of the subdivisions of the Institute of Mental Health. Dr. Jonathan O. 
Cole has the job of promoting, by every legitimate means, increased research 
in these areas, including standardization of drugs, evaluation of their thera- 
peutic efficiency, development of new drugs which will do a better and safer 
job, if possible, than the present drugs, and establishment of a central clearing- 
house of information to be available to all researchers on what has been done 
in this field. 

Question. You still haven’t evaluated the drugs? 

Answer. No, we haven’t, except what we have done in our own laboratories 
both in Bethesda, Md., and in Lexington, Ky., at our addiction research center 
where we studied chlorpromazine and rauwolfia. You see, it takes a group of 
patients to run a test. 

Question. I thought the hospitals were full of them. 

Answer. Yes, they are, but when you begin you have to select a group of pa- 
tients for an experiment. You have to get patients with similar diagnoses, simi- 
lar behavior, age, sex, race. We don’t know whether there is a racial factor. 
There may be with some drugs. You have to carefully select patients that you 
are going to use. So you can take a population of 1,000 or 1,500 patients and 
wind up with 50 that you can match against each other to use in an experiment 
like that. 

Question. Do you think these drugs are going to lead to anything new, in actual 
cures of mental illness, so you can get at the root of the trouble? 

Answer. I think we will. I think this is probably one of the most exciting 
aspects of this whole field. You see, we have been talking all the time about 
tranquilizers. Our interest is in a broader area which we call psychopharma- 
cology, or the action of drugs on the central nervous system. 

We have been studying many drugs to try to learn where they act in the nervy 
ous system—just exactly what is the site of action. There are drugs that pro- 
duce a psychosis in normal persons. Then you can try to find substances which 
will neutralize that psychosis. 

Question. Is the thought behind this that there might be a chemical reason 
for mental illness? 

Answer. I think that at least a significant proportion of the investigators in 
the field feel that there are biochemical substances of some kind that play a 
role. Now, this doesn’t mean there is a substance elaborated and this creates a 
psychosis and you eliminate the substance and the psychosis is over. It prob- 
ably isn’t that simple. 

Why this substance is elaborated in the first place may be due to the way a 
person reacts in response to tensions in life, just as in the case of a diabetic, for 
instance. You can take a person who has been spilling sugar in the urine, bring 
him into the hospital, stabilize him on a proper diet with or without insulin as 
the case may be, and send him back out again. He may go along fine and then 
suddenly run into an emotional crisis—death in the family or financial straits 
or something else—and bing, he will start to spill sugar again on the same diet, 
same insulin dose and everything else. You have to bring him in and restabilize 
him. 


More research ahead 


There is more to this than just giving something that neutralizes the substance 
or supplies a missing substance, whichever the case may be. And it might be 
the latter. So it is probably a more complicated picture and I wouldn't want to 
say that we think that there is a chemical substance which by itself produces a 
mental illness and if we just neutralize this we can clear it up. But I do want 
to say that I think there is a chemical component here which cannot be ignored, 
and we will not get to the bottom of mental illness until we find out what this is, 
where it comes from and why. One way of getting at this is by giving these 
substances which produce mental illness and then trying to neutralize them with 
these other substances. 


x 








